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SUMMARY 


WR  6026  (8- (6-diethylaminohexylamino) -6-methoxy-4-methylquinoline 
dihydrochloride)  is  a  promising  agent  for  the  treatment  of  visceral 
leishmaniasis,  based  on  experiments  in  both  an  animal  model  and  an  in  vitro 
test  system.  This  human  study  was  performed  in  order  to  increase  our 
understanding  of  the  pharmacokinetics,  safety,  and  tolerance  of  a  single  oral 
60  mg  dose  of  WR  6026  in  healthy  male  volunteers. 

Eight  subjects,  who  gave  written  informed  consent,  participated  in  this 
study  which  was  conducted  in  the  Clinical  Pharmacology  Research  Unit,  an 
inpatient  service  at  The  Johns  Hopkins  Hospital,  and  which  was  approved  by  the 
Joint  Committee  on  Clinical  Investigations  of  The  Johns  Hopkins  Medical 
Institutions  and  the  Human  Use  Review  Office  of  the  U.  S.  Army.  Following  the 
administration  of  a  single  dose  of  60  mg  of  WR  6026,  serial  blood  specimens 
and  urine  collections  were  obtained  in  order  to  assess  the  pharmacokinetics  of 
this  compound.  The  volunteers  were  monitored  for  subjective  tolerance  by 
daily  interview  and  for  objective  toxicity  with  clinical  laboratory  tests  of 
hematology  and  chemistry  variables,  electrocardiograms,  urinalysis,  and 
methemoglobin  determinations. 

All  of  the  subjects  tolerated  WR  6026  very  well  with  no  adverse  symptoms. 
Two  subjects  had  an  increase  in  the  serum  aspartate  aminotransferase  (AST, 
SGOT)  on  the  fourth  day  after  drug  administration  and  one  had  a  corresponding 
increase  in  the  serum  alanine  aminotransferase  (ALT,  SGPT) .  Four  other 
subjects  had  elevations  of  the  serum  lactic  dehydrogenase  (LDH) ,  three  on  the 
fourth  and  one  on  the  second  day  following  drug  administration.  Whether  these 
elevations  were  related  to  laboratory  variability  or  to  a  delayed  effect 


of  the  drug  is  not  clear.  One  subject  had  an  increase  in  fasting  serum 
triglycerides  on  the  second  day  following  drug  administration.  No  subject  had 


a  significant  change  in  hematological  parameters,  electrocardiograms, 
methemoglobin,  creatine  kinase  or  urinalysis. 

The  pharmacokinetic  results  demonstrated  that  there  was  approximately  a 
30-minute  lag  time  between  administration  and  detectable  drug  absorption,  with 
peak  WR  6026  concentrations  occurring  approximately  three  hours  after  drug 
administration.  The  areas  under  the  plasma  concentration- time  curves  varied 
approximately  fourfold  between  the  eight  subjects.  The  data  were  not  well 
described  by  compartmental  analysis.  However,  using  a  one -compartment  model, 
the  mean  elimination  half-time  was  about  11  hours,  with  a  relatively  wide 
range  between  subjects  of  5.2  to  17.3  hours. 

The  urinary  excretion  of  the  parent  drug  and  two  metabolites  over  6  days 
after  dosing  with  60  mg  WR  6026  was  quantified.  The  average  amount  of  drug 
recovered  in  the  urine  as  these  three  compounds  was  14.1%  of  the  dose  of  WR 
6026  administered,  with  a  range  of  6.2-30.0%. 

In  the  first  two  subjects,  whole  blood  as  well  as  plasma  concentrations 
of  WR  6026  were  measured  after  dosing.  Concentrations  in  whole  blood  were 
lower  than  those  in  plasma,  indicating  that  the  drug  was  not  concentrated  in 
the  cellular  components  of  blood. 
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1. 


INTRODUCTION 


Visceral  leishmaniasis  is  a  serious  disease  caused  by  the  parasite 
Leishmania  donovani  (1) .  Though  it  is  ordinarily  a  zoonosis  transmitted 
between  animals,  especially  rodents  and  canines  through  the  bites  of  infected 
sandflies,  humans  may  also  be  infected.  It  is  found  in  parts  of  Europe, 
Africa,  Asia,  Central  America  and  much  of  South  America.  The  disease  causes 
prolonged  debility,  and  left  untreated  it  causes  death  in  75%  to  90%  of 
patients.  Cutaneous  leishmaniasis  is  not  lethal,  but  may  cause  substantial 
morbidity  (1).  Not  only  is  leishmaniasis  a  major  world  health  problem,  it  is 
also  a  problem  for  U.S.  military  forces  stationed  in  areas  where  transmission 
of  the  disease  occurs. 

The  mainstay  of  therapy  for  leishmaniasis  is  pentavalent  antimony.  To 
produce  a  cure,  this  must  be  administered  in  repeated  doses  over  a  period  of 
up  to  one  month.  While  side  effects  are  rare,  their  incidence  is  dose- 
related.  Up  to  15%  of  patients  may  relapse  after  antimony  therapy  and  must  be 
given  extended  antimony  treatment  or  be  treated  with  other  drugs  which  are 
toxic  (2).  Pentamidine  causes  significant  side  effects  including  fatigue, 
anorexia,  nausea,  abdominal  pain  and  prolonged  hypoglycemia.  Ten  percent  of 
patients  treated  with  this  drug  develop  permanent  diabetes.  Amphotericin  B 
causes  fever,  fatigue,  nausea,  vomiting,  anemia,  uremia,  and  thrombophlebitis. 
Most  significantly,  it  also  produces  permanent  impairment  of  renal  function  in 
many  patients.  Given  the  significant  failure  rate  of  antimony  compounds  and 
the  toxicity  of  other  effective  drugs,  there  is  a  clear  need  for  development 
of  alternative  drugs. 


WR  6026  (8  - (6 -die thy laminohexyl amino) -  6  -  me thoxy -  4-methyl quinoline 


dihydrochloride)  (Figure  1)  has  been  shown  to  be  a  highly  active  anti- 
leishmanial  drug,  both  in  an  animal  and  an  in  vitro  test  system.  Like 
primaquine,  it  is  an  8 -aminoquinoline .  In  hamsters  infected  with  L.  donovani . 
it  produced  significant  suppression  of  infection  in  a  dose  of  0.025  mg/kg 
administered  orally  twice  daily  for  four  days,  making  it  approximately  700 
times  more  active  than  the  reference  antimonial  compound  pentostam  (3).  In 
the  human  macrophage-L.  tropica  test  system,  it  was  approximately  7  times  more 
active  than  pentostam  (4) . 

Subchronic  toxicity  studies  of  WR  6026  in  rats  given  daily  oral  doses 
of  4.5,  9  or  18  mg/kg  for  28  days  revealed  minor  changes  in  blood  counts  and 
serum  chemistry  values  including  minor  increases  in  methemoglobin  levels  (5). 
Target  organs  identified  in  these  studies  by  histopathologic  examination  were 
lung  and  uterus  at  intermediate  and  high  doses,  and  spleen,  heart  and  kidneys 
at  high  doses.  The  abnormalities  encountered  in  these  organs  included 
increased  numbers  of  alveolar  macrophages  and  eosinophilic  granular  material 
in  alveolar  spaces  in  the  lung;  hydrometra  in  the  uterus;  extramedullary 
hematopoiesis  in  the  spleen;  myocardial  fibrosis  in  the  heart;  and  protein¬ 
aceous  casts  along  with  abnormalities  of  tubular  epithelium,  including 
necrosis,  in  the  kidney. 

Subchronic  toxicity  studies  of  WR  6026  were  conducted  in  dogs  given  daily 
oral  maintenance  doses  of  0.3,  1  or  3  mg/kg  for  25  days  after  loading  doses  of 
four  times  the  daily  maintenance  dose  on  Day  1,  three  times  the  daily 
maintenance  dose  on  Day  2,  and  twice  the  daily  maintenance  dose  on  Day  3. 

These  studies  revealed  no  significant  changes  in  blood  counts  apart  from  a 
mild  decrease  in  platelets  after  the  first  week  of  dosing  with  subsequent 


return  toward  pre- treatment  levels,  and  a  mild  increase  in  reticulocyte  counts 
at  mid-  and  high-dose  levels  (6) .  Methemoglobin  levels  increased  with 
increasing  drug  dose.  Control  dogs  had  methemoglobin  levels  of  less  than  1%; 
the  mean  value  for  low- dose  dogs  was  1.4%,  for  mid- dose  dogs  was  8.8%  and  for 
high-dose  dogs  was  35%.  Serum  albumin  levels  were  decreased  mildly  in  mid- 
and  high-dose  dogs.  Mild  to  moderate  increases  were  also  observed  in  serum 
globulin,  SGOT,  LDH,  cholesterol,  and  triglycerides,  and  there  was  a  2-3  fold 
increase  of  haptoglobin  levels.  These  animals  also  developed  dose-related 
weight  loss  at  the  mid-  and  high-dose  levels. 

Histomorphologic  abnormalities  in  mid-  and  high-dose  dogs  were  found  in 
the  liver,  spleen,  heart,  kidney  and  gallbladder.  In  mid-  and  high-dose  dogs, 
there  was  increased  extramedullary  hematopoiesis  in  the  spleen.  In  spleens  of 
high-dose  dogs,  there  was  also  congestion  of  the  red  pulp,  as  well  as  plasma 
cell  infiltration  and  lymphoid  depletion.  In  addition,  high-dose  dogs  had 
bile  duct  hyperplasia,  pleocellular  periportal  infiltrates,  and  vacuolated 
reticuloendothelial  cells  in  the  liver.  Two  dogs  in  the  high-dose  group  had 
cytoplasmic  degeneration  of  myocardium.  In  the  kidneys  of  one  high-dose  dog 
there  was  tubular  necrosis  as  well  as  brown  granular  pigment  in  tubular  cells. 
The  gallbladder  in  mid-  and  high- dose  dogs  showed  mucosal  hyperplasia 
associated  with  inspissated  bile. 

In  a  study  comparing  the  cardiovascular  and  pulmonary  effects  of  WR  6026 
and  primaquine  in  anesthetized  dogs  during  intravenous  infusion  of  the  drugs, 
the  major  effects  of  WR  6026  at  infusions  of  1.0,  2.5,  and  4.0 
micromoles/kg/min  were  a  weakening  of  ventricular  contractility  and  a 
constriction  of  the  pulmonary  vasculature  (7).  These  effects  were  more 


significant  at  increasing  infusion  rates.  In  addition,  there  was  short-lived 
prolongation  of  the  P-R  and  Q-T  intervals  at  the  higher  doses.  No  cardiac 
arrhythmias  were  noted. 


Phase  I  testing  of  WR  6026  in  44  healthy  male  subjects  given  increasing 
single  oral  doses  of  up  to  60  mg  (60  mg  given  to  only  two  subjects)  revealed 
no  significant  drug-related  symptoms  or  physical  or  laboratory  abnormalities 
(8) .  Laboratory  studies  designed  to  detect  the  occurrence  of  hemolytic  anemia 
revealed  no  significant  differences  in  comparison  with  subjects  treated  with 
placebo.  Methemoglobinemia  did  not  occur  in  any  subject. 

In  efficacy  and  toxicity  studies  in  man  conducted  during  World  War  II 
among  volunteers  infected  with  vivax  malaria  (Chesson  strain),  WR  6026, 
administered  in  an  oral  dose  of  up  to  30  mg  base  daily  concurrently  with 
quinine  (2.0  grams  salt  per  day)  for  14  days,  was  associated  with  2.0-3. 1% 
methemoglobinemia,  low  grade  leukocytosis  (WBC  12,000-14,000)  and  non-speciiic 
T  wave  changes  on  EKG  (9) .  No  other  significant  drug-related  side  effects 
were  noted. 

The  purpose  of  this  study  was  to  determine  the  pharmacokinetics,  safety 
and  tolerance  of  a  single  60  mg  dose  of  WR  6026  in  a  larger  group  of  healthy 
volunteers  than  previously  studied  at  this  dose.  These  data  could  then  be 
used  to  design  appropriate  multiple-dose  studies. 

2.  MATERIALS  AND  METHODS 
2.1  WR  6026 

WR  6026  (manufacturer's  code  WRA-20-05186 ,  bottle  #BK01845)  was 
supplied  by  the  Army  as  15  mg  capsules  and  was  delivered  to  The 
Johns  Hopkins  Hospital  Adult  Medicine  Pharmacy.  Capsules  were 
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prepackaged  by  the  pharmacy  study  monitor  in  unit  packets  containing 
four  15  mg  capsules,  labelled  by  dose  and  subject  name.  Each  subject 
was  administered  a  single  60  mg  (4  x  15  mg)  dose. 

2 . 2  SUBJECTS 

A  group  of  eight  healthy  male  volunteers  capable  of  providing 
written  informed  consent  was  recruited  for  study  participation. 
Institutional  Review  Board  approval  was  obtained  from  both  the  Joint 
Committee  on  Clinical  Investigations  of  The  Johns  Hopkins  Medical 
Institutions  and  the  Human  Use  Review  Office  of  the  U.S.  Army. 

2.2.1  Inclusion  Criteria 

Participants  in  this  study  were  to  be  males  between  18  and  35 
years  of  age  and  within  the  Army's  weight  limit  fo  height 
according  to  AR  600-9.  Subjects  were  required  to  have  no 
clinically  significant  medical  condition  as  determined  by  a 
detailed  medical  history  and  physical  examination  performed  by 
a  physician.  Serum  chemistry  profile,  hematology  and  urine 
analysis  were  required  to  be  within  the  normal  ranges  as 
defined  by  The  Johns  Hopkins  Hospital  Department  of  Laboratory 
Medicine.  Chest  x-ray  within  six  months  of  entry  and  an 
electrocardiogram  had  to  be  normal.  Prospective  volunteers 
were  required  to  be  available  and  agreeable  to  be  confined  to 
the  Clinical  Pharmacology  Research  Unit  for  the  entire  study 
period. 

2.2.2  Exclusion  Criteria 

Women  were  excluded  from  this  study.  Men  were  excluded  if  they 
did  not  meet  the  entrance  criteria  listed  above  (2.2.1)  or  if 


they  had  a  known  or  suspected  allergy  to  antimalarial  compounds 
or  related  drugs.  Candidates  requiring  systemic  medication 
were  not  eligible  for  study  participation.  Subjects  with 
documented  glucose-6-phosphate  dehydrogenase  (G6PD)  deficiency, 
determined  by  a  quantitative  assay  of  enzyme  activity  with 
levels  less  than  7.4  IU/per  gram  of  hemoglobin,  or  abnormal 
methemoglobin  levels  were  excluded  from  study  participation. 
Once  accepted  as  a  candidate  for  the  study,  subjects  were  not 
permitted  to  take  any  medication  for  72  hours  prior  to 
admission  into  the  study. 

2.2.3  Recrui tment 

Advertisements  were  placed  in  the  Help  Wanted  classified 
sections  of  the  metropolitan  Baltimore  Sun  newspaper.  A 
special  telephone  line  was  dedicated  to  volunteer  recruitment. 
Interested  candidates  were  pre-screened  on  the  telephone  by 
research  personnel  who  described  the  details  of  the  study,  took 
a  brief  medical  history,  and  scheduled  the  candidates  for 
additional  screening  examinations. 

2.2.4  Informed  Consent 

Written  informed  consent  was  obtained  from  each  subject  prior 
to  entering  the  study  and  was  made  a  part  of  the  subject's 
permanent  study  record.  The  informed  consent  described  in 
detail  the  purpose  of  the  study,  the  research  protocol,  and  the 
associated  potential  risk.  Each  subject  was  advised  that  study 
participation  was  voluntary  and  that  he  could  withdraw  at  any 
time.  Each  subject  was  afforded  ample  opportunity  to  ask 


questions  of  the  investigator  prior  to  and  after  entering  the 
study. 

2.2.5  Compensation 

Based  on  the  duration  of  time  the  subject  stayed  in  the 
hospital  and  the  numerous  venipunctures  and  urine  collections 
required  during  the  study,  subject  compensation  was  computed  at 
$250  per  subject  for  completion  of  the  study. 

2.3  EXPERIMENTAL  PROTOCOL 

2.3.1  Objectives 

The  primary  objective  of  this  study  was  to  determine  the 
pharmacokinetics  of  a  single  oral  60  mg  dose  of  WR  6026  in 
healthy  adult  male  subjects.  The  information  obtained  from 
this  study  could  then  be  used  in  the  design  and  development  of 
multiple-dose  studies  for  WR  6026.  Additionally,  we  evaluated 
the  tolerance  and  toxicity  of  a  single  oral  60  mg  dose  of  WR 
6026  in  these  subjects. 

2.3.2  Design 

This  study  was  an  open- label  design  with  each  subject  receiving 
a  single  60  mg  oral  dose  of  WR  6026.  The  dose  was  given  after 
an  eight-hour  fast  and  the  subjects  were  allowed  to  resume 
eating  four  hours  after  the  dose  was  given.  The  subjects 
swallowed  the  dose  under  the  observation  of  study  personnel. 

The  study  examined  each  subject's  tolerance  of  a  single  60  mg 
dose  of  WR  6026  through  regular,  non-directed  questioning 
regarding  symptoms  of  adverse  effects.  Clinical  laboratory 


studies,  including  chemistry  profiles,  hematology  tests,  urine 
analysis,  and  methemoglobin  levels,  were  monitored  at  regular 
intervals.  Electrocardiographic  measurements  were  also 
obtained  at  regular  intervals  before  and  after  drug  adminis¬ 
tration.  The  Study  Flow  Chart,  showing  the  scheduled  time  of 
each  event  in  the  protocol,  is  Appendix  A. 

All  subjects  were  screened  as  outpatients.  Drug  adminis¬ 
tration,  blood  and  urine  specimen  collection,  and  post-drug 
tolerance  and  toxicity  evaluations  were  performed  during  the 
inpatient  hospital  phase. 

2.4  CLINICAL  LABORATORY  EVALUATIONS 

All  laboratory  evaluations,  with  the  exception  of  assays  for  WR  6026 
and  its  metabolites,  were  done  within  The  Johns  Hopkins  Medical 
Institutions.  Hematology  and  chemistry  determinations  were  performed 
by  the  Department  of  Laboratory  Medicine  (Clinical  Laboratory  License 
No.  19-1054).  Clinical  laboratory  tests  were  conducted  at  screening, 
two  days  prior  to  drug  administration,  immediately  before  drug 
administration  and  at  24,  48  and  96  hours  post-dose. 

2.4.1  Hematology 

Routine  hematologic  determinations  including  hematocrit, 
hemoglobin,  red  blood  cell  count,  white  blood  cell  count  with 
differential  count,  and  platelet  count  were  done. 

2.4.2  Serum  Chemistry 

Serum  was  assayed  for  sodium,  potassium,  chloride,  C02,  urea 
nitrogen,  creatinine,  glucose,  uric  acid,  calcium,  phosphate, 


total  protein,  albumin,  direct  and  total  bilirubin,  aspartate 
aminotransferase  (AST),  alanine  aminotransferase  (ALT), 
alkaline  phosphatase,  lactic  dehydrogenase  (LDH) ,  creatine 
kinase  (CK)  ,  and  methemoglobin  levels.  Cholesterol  and  fasting 
triglyceride  tests  were  done  24  hours  pre-dose  and  at  24,  48 
and  96  hours  post- dose. 

2.4.3  Urine  Analysis 

Urine  analysis  was  performed  by  personnel  in  the  Division  of 
Clinical  Pharmacology.  Protein,  ketones,  glucose,  and 
bilirubin  were  measured  qualitatively,  and  pH  and  specific 
gravity  were  determined.  A  microscopic  examination  of  the 
sediment  was  also  performed. 

2.4.4  Electrocardiography 

A  standard  12 -lead  electrocardiogram  (ECG)  was  performed  on 
each  subject  at  screening,  just  prior  to  drug  administration, 
and  at  4  hours,  1  day,  2  days,  and  4  days  after  drug 
administration.  All  ECG's  were  reviewed  and  interpreted  by  a 
physician  on  the  staff  of  The  Johns  Hopkins  Hospital  in  the 
Division  of  Internal  Medicine. 

2.4.5  Chest  X-rays 

Standard  postero-anterior  and  lateral  chest  x-rays  were 
performed  on  each  subject  within  six  months  of  entry  into  the 
study.  All  x-rays  were  reviewed  and  formal  reports  provided  by 
The  Johns  Hopkins  Hospital  Department  of  Radiology. 
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2.5  SPECIMEN  HANDLING 

2.5.1  Blood/Plasma  Collection  and  Storage 
Venous  blood  specimens  were  collected  into  heparinized  glass 
tubes  using  an  indwelling  catheter  fitted  with  a  heparin  lock. 
Blood  specimens  were  centrifuged  for  10  minutes  and. the  plasma 
was  decanted  into  plastic  storage  vials  and  frozen  at  -80°C. 
Whole  blood  samples  were  also  obtained  from  Subjects  #1  and  #? , 
transferred  to  plastic  vials,  and  frozen  at  -80°C.  All  blood 
and  plasma  specimens  were  labelled  with  the  subject's  initials 
and  number,  and  the  date  and  time  of  collection. 

2.5.2  Urine  Collection  and  Storage 

For  each  urine  collection  period  (as  specified  by  protocol), 
the  total  urine  volume  was  carefully  measured  and  recorded. 
Aliquots  from  each  collection  were  stored  in  three  60  ml 
plastic  containers  at  -80°C.  All  urine  specimens  were  labelled 
with  the  subject’s  initials  and  number,  and  the  date  and  time 
period  of  collection. 

2.5.3  Specimen  Shipment 

The  frozen  plasma  and  blood  specimens  were  shipped  in  a  sealed 
insulated  container  packed  with  dry  ice.  Shipment  was  made  by 
an  overnight  carrier  to  Dr.  Emil  Lin  at  the  University  of 
California  at  San  Francisco.  The  frozen  urine  specimens  were 
transported  in  a  sealed  insulated  container  packed  with  dry 
ice.  The  urine  samples  were  picked  up  by  Army  personnel  and 
delivered  to  the  laboratory  of  Dr.  Anthony  Theoharides  at  the 
Division  of  Experimental  Therapeutics  at  WRAIR. 
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2.6  ASSAY  OF  WR  6026  AND  METABOLITES 

2.6.1  Assay  of  WR  6026  In  Plasma  and  Blood 

Concentrations  of  WR  6026  In  plasma  were  assayed  according  to 
the  method  utilized  by  Dr.  Emil  Lin  (10).  Briefly,  0.5  ml  of 
plasma  was  precipitated  with  1.2  ml  of  CH3CN  containing  the 
internal  standard  WR  223658.  The  mixture  was  centrifuged  and 
the  supernatant  applied  to  C2  Bond  Elut  cartridges  which  had 
been  previously  washed  with  3  ml  of  98%  CH3CN  containing  0.1% 
sodium  lauryl  sulfate  (SDS),  6  ml  of  water  and  3  ml  of  CH3CN. 
The  cartridges  were  washed  with  2  ml  of  100%  CH3CN  and  1  ml  of 
CH3CN  containing  0.1%  SDS.  The  WR  6026  was  eluted  with  3  ml  of 
98%  CH3CN  containing  0.1%  SDS  into  silanized  tubes.  Eluates 
were  evaporated  to  dryness  under  nitrogen  at  room  temperature. 
The  residues  were  reconstituted  in  200  ul  of  80%  CH3CN. 

Aliquots  were  chromatographed  on  an  Altex  C8  column  using  a 
mobile  phase  of  acetonitrile : water  (60:40)  containing  0.2%  SDS 
(wt/vol)  and  0.2%  glacial  acetic  acid  (vol/vol)  with  the  final 
volume  adjusted  to  pH  5.5  with  ammonium  sodium  lauryl  sulfate 
hydroxide  at  a  flow  rate  of  1.2  ral/min.  Drug  was  detected  by 
measuring  absorbance  at  263  nanometers. 

The  assay  had  a  level  of  detection  for  the  WR  6026  base  of  6.44 
ng/ml.  The  desethyl  metabolite  of  WR  6026  (8- (6-ethylamino- 
hexylamino) -6-methoxy-4-methylquinoline  dihydrochloride  hemihy- 
drate--WR  211789)  can  also  be  quantitated  with  this  same  method 
with  a  quantitation  limit  of  8.0  ng/ml.  Precision  of  the 
assay,  measured  as  the  percent  coefficient  of  variation  of 
replicate  spiked  samples  of  WR  6026  in  plasma,  varied  from 


1.23%  to  5.10%  for  Inter-day  and  2.78  to  10.2%  intra-day 
analysis  (10).  Blood  was  also  assayed,  although  the  procedure 
was  not  validated.  One -half  ml  of  water  was  added  to  0.5  ml  of 
blood.  The  mixture  was  vortexed  and  then  1.2  ml  of  CH3CN  con¬ 
taining  the  internal  standard  and  1.0  ml  of  CH3CN  were  added. 
The  resultant  mixture  was  vortexed  for  20  seconds,  sonicated 
for  10  minutes  and  centrifuged.  The  supernatant  was  treated 
identically  to  the  plasma  supernatants  (10).  Results  of  the 
analysis  of  blood  samples  must  be  regarded  as  preliminary  since 
the  method  was  not  validated  at  the  time  the  assays  were 
performed. 


2.6.2  Assay  of  WR  6026  and  its  Metabolites  in  Urine 

Urine  was  assayed  for  WR  6026  and  its  desethyl  (WR  211789)  and 
4 -hydroxymethyl  (8- (6-diethylaminohexylamino) -6-methoxy-4- 
hydroxymethylquinoline  dihydrochloride  hydrate- -WR  254421) 
metabolites  by  Dr.  Anthony  Theoharides ,  Department  of 
Pharmacology,  Division  of  Experimental  Therapeutics  at  WRAIR . 
The  assay  is  detailed  in  his  report  (11).  Briefly,  the 
internal  standard,  WR  223658,  was  added  to  ten  ml  of  urine. 

The  mixture  was  applied  to  Baker  3  ml  silica  gel  solid  phase 
extraction  columns  which  had  been  prewashed  with  6  ml  each  of 
deionized  water,  methanol  and  deionized  water.  The  colum.  s 
were  washed  with  6  ml  of  50%  ethanol/deionized  water.  The 
compounds  of  interest  were  eluted  with  6  ml  of  50% 
ethanol/0. 1M  ammonium  acetate,  pH  7.5,  into  clean  extraction 
tubes  and  evaporated  to  dryness  under  nitrogen  at  35'C.  The 
residue  was  reconstituted  in  200  microliters  of  methanol  and 
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analyzed  by  HPLC. 


Chromatography  was  performed  using  a  10  micron  micro  bond  pack 
C-18  steel  column  from  Water  Associates  with  electrochemical 
detection  using  a  glassy  carbon  electrode  operated  in  the 
oxidative  mode  at  an  applied  potential  of  +0.80  volts  (Model 
TL-6A,  BAS).  The  mobile  phase  used  for  the  chromatography  was 
0.1M  ammonium  acetate,  pH  4 . 5 : acetonitrile  (68:32)  at  a  flow 
rate  of  1.5  ml/minute.  The  method  is  accurate  to  within  7% 
for  each  of  the  three  compounds,  while  the  coefficients  of 
variation  range  from  7%  to  27%,  depending  upon  both  the 
compound  and  the  concentration  (11). 

2.7  PHARMACOKINETIC  ANALYSIS 

Visual  analysis  of  plots  of  the  concentration  of  WR  6026  against  time 
demonstrated  that  after  a  short  lag  period,  plasma  concentrations  of 
WR  6026  rose  and  then  gradually  declined.  In  most  subjects,  the  data 
appeared  to  be  most  consistent  with  a  one -compartment  model  with 
first-order  absorption  following  a  time  lag  for  absorption  to  begin, 
and  with  first-order  elimination.  In  some  instances,  the  last  one  or 
two  measured  concentrations  appeared  to  lie  above  the  expected 
concentrations  if  a  single  elimination  phase  were  present,  suggesting 
the  possibility  of  biphasic  elimination.  PC  N0NLINR,  a  commercially 
available  curve  fitting  program  (12),  was  used  to  estimate  the 
pharmacokinetic  parameters  for  each  patient  assuming  a  single 
compartment  with  first-order  absorption  after  a  time  lag  and  first- 
order  elimination.  Analyses  of  the  data  from  several  patients  were 
performed  weighting  the  concentration  at  each  time  point  equally. 


This  method  estimated  poorly  the  low  plasma  concentrations,  i.e., 
those  occurring  early  after  dosing  and  those  greater  than  24  hours 
after  dosing.  Accordingly,  analyses  were  performed  which  weighted 
the  data  proportionally  to  the  inverse  of  the  square  of  the  concen¬ 
tration.  This  technique  provided  better  estimates  of  both  low  and 
high  plasma  concentrations.  However,  the  peak  concentrations  were 
consistently  underestimated.  A  two -compartment  model  was  tried  to 
see  whether  the  data  could  be  fit  better  with  this  model.  Using  this 
model,  peak  concentrations  were  estimated  poorly,  and  the  standard 
errors  of  the  parameter  estimates  were  very  large,  suggesting  that 
there  were  insufficient  data  for  the  model.  Attempts  were  made  to 
fit  the  data  to  a  two-compartment  model  with  MK  MODEL8,  another 
commercial  curve-fitting  program  (13).  Large  standard  errors  of  the 
estimates  were  obtained  using  this  program  as  well.  RSTRIP8,  a 
pharmacokinetic  data  stripping  program  with  least  squares  parameter 
optimization  (14),  was  also  tried.  RSTRIP8  produced  parameter 
estimates  to  approximate  the  data  with  equations  containing  two  and 
three  exponential  terms  (equivalent  to  one-  and  two -compartment 
models  with  first-order  absorption) .  Once  again,  error  estimates  of 
the  variables  were  large  for  the  two -compartment  fits,  indicating 
that  the  data  were  insufficient  to  describe  a  model  of  this 
complexity.  Accordingly,  PC  NONLIN8  was  used  to  fit  the  plasma  and 
blood  concentrations  to  a  one -compartment  model  with  data  weighted  to 
the  inverse  square  of  the  concentration  since  this  model  provided  the 
best  approximation  of  the  observed  data.  The  amounts  of  WR  6026 
excreted  into  the  urine  unchanged  were  used  to  estimate  the 
elimination  rate  constant  of  WR  6026  from  the  plasma.  WR  6026  was 


not  detected  in  the  urine  collected  from  84  to  96  hours  after  dosing 
except  in  Subject  #5,  in  whom  less  than  2%  of  the  total  drug  excreted 
unchanged  was  present.  This  suggested  that  the  excretion  of 
unchanged  drug  was  complete  at  the  end  of  the  collection  period.  The 
natural  logarithm  of  the  amount  of  unchanged  drug  remaining  to  be 
excreted  (X“,  -  X*)  was  plotted  against  time  (15).  Unweighted  linear 
regressions  were  performed  to  estimate  the  slope  of  the  line,  which 
is  equal  to  the  negative  of  the  elimination  rate  constant  of  WR  6026 
from  the  plasma. 

The  single  exponential  decline  of  the  plot  of  the  urinary  data 
suggested  that  all  the  data,  the  amount  of  unchanged  WR  6026  excreted 
in  the  urine  and  the  plasma  concentrations  of  WR  6026,  could  be  used 
together  to  model  the  pharmacokinetics  of  WR  6026.  PC  N0NLINR  was 
used  to  estimate  the  parameters  of  a  one -compartment  model  with 
first-order  absorption  after  a  lag  time  and  first-order  elimination 
(including  both  urinary  excretion  and  metabolism)  which  best 
described  the  plasma  concentrations  and  urinary  excretion  of  WR  6026 
for  each  subject.  Estimates  were  obtained  when  weighting  each 
observation  equally  and  also  using  the  reciprocals  of  the 
observations  and  the  reciprocals  of  the  square  of  the  observations  as 
the  weights  for  each  data  point. 
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3.1  AMENDMENTS  AND  COMPLIANCE 
3.1.1  Amendments 

The  consent  form  was  amended  prior  to  enrolling  subjects  to 

provide  information  concerning: 


1.  The  fact  that  WR  6026  is  not  currently  licensed. 

2.  Follow-up  on  significant  changes  in  clinical  laboratory 
tests . 

3.  The  risks  of  a  heparin  lock. 

4.  The  right  of  Army  inspectors  to  review  relevant  records. 

5.  The  treatment  of  any  injuries  incurred  in  this  project. 

The  amended  consent  form  is  provided  as  Appendix  B. 

The  original  protocol  scheduled  clinical  chemistry  and  hema¬ 
tology  evaluations  at  screening,  on  admission  to  the  hospital 
(Day  1)  and  on  Days  4,  5,  and  6.  In  reviewing  this  schedule 
we  realized  that  we  did  not  have  measurements  immediately 
prior  to  WR  6026  administration  to  use  for  comparison  with  the 
post-drug  samples,  and  therefore  added  a  zero  time  point  for  a 
more  reliable  baseline.  There  was  a  discrepancy  between  the 
text  of  the  protocol  and  the  flow  sheet  regarding  the  timing 
of  CK  measurements.  We  decided,  after  conferring  with  Army 
personnel,  that  CK  should  be  measured  at  screening  and  at  time 
points  specified  on  the  flow  sheet. 

In  the  original  protocol  the  repeated  urine  analyses 
eliminated  some  urine  from  the  timed  collections.  For  this 
reason  we  stopped  doing  urine  analyses  after  drug 
administration  until  the  final  urine  collection  was  completed. 
This  change  was  made  while  the  second  volunteer  was  in  the 
midst  of  the  protocol.  Therefore,  urine  analyses  were  done 
per  original  protocol  on  the  first  subject.  The  second 
volunteer  had  a  urine  analysis  on  Day  4,  but  not  on  Day  5. 


Eliminating  the  urine  analysis  scheduled  for  Days  4  and  5 
allowed  us  to  keep  the  continuous  sequential  urine  collections 
intact  after  WR  6026  administration  without  sacrificing  even  a 
small  part  for  urine  analysis.  We  obtained  a  urine  analysis 
after  the  final  12-hour  urine  collection  was  completed  on  Day 
7  for  safety  data. 

The  lipid  profile  was  changed  from  Day  2  to  zero  hour  on  Day 
3.  This  was  only  a  time  change,  and  still  occurred  prior  to 
drug  administration. 

It  was  initially  intended  to  measure  WR  6026  concentration  in 
whole  blood  and  plasma  in  all  of  our  subjects.  However,  whole 
blood  samples,  in  addition  to  plasma  and  urine,  were  obtained 
and  saved  only  from  the  first  two  subjects.  At  the  request  of 
Army  representatives,  only  plasma  and  urine  specimens  were 
collected  for  WR  6026  concentration  from  the  remainder  of  our 
subjects. 

All  of  the  amendments  mentioned  above  were  authorized  by  Army 
personnel  prior  to  implementation. 

3.1.2  Compliance 

Subjects  were  enrolled  into  the  study  even  if  screening  and/or 
admission  CK  and  triglyceride  levels  were  elevated.  We 
believe  the  CK  elevations  do  not  reflect  a  myopathic  process, 
but  rather  the  active  physical  lifestyles  of  the  subjects. 
Creatine  kinase  levels  increase  with  exercise,  and  athletes 
have  been  reported  to  have  higher  baseline  levels  of  serum  CK 
as  their  "normal"  (16-23).  The  elevated  triglyceride  levels 
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were  not  far  enough  above  the  "normal  range"  to  be  considered 
significant.  We  are  satisfied  that  these  subjects  were 
healthy  and  that  those  with  elevated  CK  and  triglycerides  did 
not  have  a  pathological  process. 

One  subject  (#5)  who  was  entered  into  the  protocol  exceeded 
the  AR  600-9  weight  limit  for  height.  He  was  27  years  old, 

6 '5"  tall  and  weighed  231  pounds.  The  upper  limit  according 
to  AR  600-9  for  individuals  age  26-39  of  that  height  is  229 
pounds.  Another  weight  criterion  often  used  in  our  healthy 
volunteer  studies  is  that  subjects  must  be  within  10%  of  the 
ideal  body  weight  specified  by  the  Metropolitan  Life  Insurance 
table.  Our  Subject  #5  did  fall  within  10%  of  his  ideal  body 
weight  for  height  as  listed  in  that  table.  Furthermore,  this 
individual  was  very  large  and  well -muscled,  and  his  "excessive 
weight"  was  not  due  to  obesity. 

Three  subjects  were  discharged  but  not  recalled  when  the 
discharge  laboratory  tests  returned  showing  that  the  LDH  had 
risen  above  the  upper  limit  of  normal.  In  two  of  these 
individuals  the  elevation  was  deemed  trivial  and  not  pursued. 
In  the  other  subject  the  LDH  had  risen  to  nearly  twice  the 
upper  limit  of  normal.  Although  the  subject  was  asymptomatic 
and  this  was  an  isolated  abnormality  in  his  clinical 
laboratory  tests,  the  test  should  have  been  repeated  and  our 
failure  to  repeat  the  test  after  discharge  was  an  oversight 
and  deviation  from  the  protocol. 


3.2  DESCRIPTION  OF  SUBJECT  POPULATION 

During  the  volunteer  recruitment  period,  49  men  responded  to  the 
newspaper  advertisements.  Of  these,  6  failed  to  keep  scheduled 
appointments,  while  32  were  disqualified  for  not  meeting  one  or  more 
of  the  inclusion/exclusion  criteria.  Eleven  subjects  were  examined 
by  the  physician  and  qualified  for  study  participation.  Three  of 
these  were  extras  and  were  not  used.  The  study  group  was  comprised 
of  eight  healthy  black  males.  The  average  age  was  26.3  years, 
ranging  from  20  to  34  years.  The  average  height  and  weight  for  the 
study  group  were  179.4  cm  (range  165-195)  and  75.5  kg  (range  54.5- 
105),  respectively.  Relevant  characteristics  for  individual  subjects 
are  presented  in  Table  1. 

3.3  CLINICAL  RESULTS 

3.3.1  Symptomatic 

All  of  the  volunteers  tolerated  the  administration  of  WR  6026 
very  well.  There  were  no  symptomatic  complaints. 

3.3.2  Laboratory  (Table  2) 

3. 3. 2.1  Liver  Function  Tests 

Two  subjects  had  an  increase  in  serum  AST  to  a  level 
less  than  twice  the  upper  limit  of  normal  on  post¬ 
drug  day  4,  having  had  normal  levels  at  each  time 
tested  prior  to  that  day.  These  elevations  were  not 
associated  with  symptoms  and  only  one  of  the  two  had 
a  corresponding  increase  in  serum  ALT  on  the  same 
day.  In  both  of  these  subjects  the  subsequent  serum 
AST  levels  on  days  5  and  7  were  within  normal  limits. 
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Two  other  subjects  had  a  minimal  elevation  of  AST  or 
ALT  (less  than  twice  the  upper  limit  of  normal)  just 
before  the  drug  was  administered,  even  though  the 
screening  levels  had  been  normal .  In  these  two  cases 
the  transferases  remained  minimally  elevated,  but 
because  the  initial  elevation  preceded  the 
administration  of  the  drug  it  was  not  attributable  to 
a  drug  effect.  There  were  no  elevations  in  alkaline 
phosphatase.  Four  subjects  had  increases  in  LDH 
above  the  normal  limit,  three  just  slightly  over  the 
upper  limit  of  normal  and  one  reaching  nearly  twice 
the  upper  limit  of  normal.  Three  of  the  elevations 
were  noted  on  post-drug  day  4,  while  the  other  was 
present  on  post -drug  day  2  and  was  back  within  the 
normal  range  on  post-drug  day  4.  These  modest  LDH 
elevations  were  unassociated  with  symptoms.  Inasmuch 
as  these  LDH  and  transferase  elevations  were  rather 
mild  and  usually  occurred  four  days  after  drug  admin¬ 
istration,  it  is  not  clear  whether  they  were  related 
to  the  drug  or  whether  this  simply  represented 
laboratory  variability.  Because  the  elevations  were 
an  isolated  finding  and  unassociated  with  symptoms, 
or  were  only  slightly  elevated,  no  follow-up  blood 
tests  for  LDH  were  performed  in  the  three  subjects 
whose  levels  were  increased  on  the  day  of  discharge . 


3. 3. 2. 2  Creatine  Kinase 


Several  of  the  subjects  had  an  elevated  CK  at 


screening  and  at  entry  into  the  hospital,  but  in  no 
case  did  the  CK  level  increase  after  the 
administration  of  WR  6026  to  a  level  higher  than  the 
admission  value.  This  is  consistent  with  previous 
experience  in  our  subjects,  where  CK  was  found  to  be 
elevated  with  no  symptoms  whatever,  and,  as  mentioned 
in  3.1.2,  probably  represents  release  of  this  enzyme 
from  muscle  tissues  as  a  result  of  a  very  active, 
physical  life  style  rather  than  from  a  myopathic 
process . 

3. 3. 2. 3  Triglycerides 

Only  one  subject  developed  an  increase  in  measured 
serum  triglycerides  above  the  upper  limit  of  normal. 
This  was  on  the  second  day  following  drug 
administration.  Because  of  a  laboratory  instrument 
malfunction,  the  test  was  not  repeated  on  the  fourth 
day  following  drug  administration. 

3. 3.2.4  Hematological  Tests 

No  subject  had  a  significant  change  in  hematocrit, 
white  blood  count,  differential  count  or  platelet 
count  during  the  study  period  following  admin¬ 
istration  of  WR  6026. 

3. 3. 2. 5  Electrocardiograms 

Electrocardiograms  in  these  subjects  did  not  show  a 
significant  change  at  four  hours  after  dosing 
(presumably  near  maximum  plasma  levels)  or  during  the 
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period  of  four  days  after  drug  administration. 

Minor,  usually  non-specific  abnormalities  were 
sometimes  present  prior  to  drug  administration;  non¬ 
specific  T-wave  changes  developed  in  two  subjects 
after  drug  administration,  possibly  attributable  to 
lead  placement  in  one  of  the  two.  In  neither  case 
was  the  magnitude  of  change  felt  to  be  of  any 
significance.  Furthermore,  there  were  no  symptoms  of 
cardiac  dysfunction. 

3. 3. 2. 6  Methemoglobin 

No  subject  in  this  study  had  an  increase  in  methemo¬ 
globin  above  the  normal  range  for  our  laboratory 
after  administration  of  WR  6026. 

3.3.3  Clinical  Conclusions 

The  subjects  appeared  to  tolerate  the  administration  of  WR 
6026  very  well.  No  symptoms  whatever  were  reported  and  none 
of  the  minimal  abnormalities  of  the  serum  chemistries  noted 
above  were  of  clinical  signif icance .  We  believe  that  the 
single  dose  of  WR  6026  was  well  tolerated  and  that  further 
testing  can  be  pursued.  Nevertheless,  during  future  studies 
it  is  important  to  continue  close  monitoring  of  the  liver 
function  tests,  triglycerides,  LDH,  methemoglobin  and 
electrocardiograms,  not  only  by  virtue  of  the  minimal 
abnormalities  seen  in  this  project,  but  also  because  of  good 
clinical  research  practice  and  the  experience  in  laboratory 


animals . 
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3.4  PHARMACOKINETIC  RESULTS  AND  DISCUSSION 


The  plasma  and  blood  concentrations  of  WR  6026  measured  in  each  of 
the  subjects  at  each  sampling  time  are  listed  in  Appendix  C  (10). 

The  plasma  concentrations  also  are  tabulated  according  to  the 
scheduled  time  of  sampling  in  Table  3.  The  excretion  of  the  parent 
drug  and  two  metabolites,  4-OH  WR  6026  (WR  254421)  and  desethyl  WR 
6026  (WR  211789)  into  the  urine  was  quantified  in  the  eight  subjects 
by  Dr.  Theoharides  at  WRAIR  (11).  Tables  copied  from  his  report  are 
contained  in  Appendix  D  of  this  report.  Table  1  of  Appendix  D 
details  the  accuracy  and  precision  of  the  assays  for  WR  254421,  WR 
211789,  and  WR  6026  in  urine.  Tables  2,  3  and  4  of  Appendix  D  list 
the  concentrations  in  each  urinary  sample,  the  volume  of  each  sample 
and  the  amount  excreted  in  each  time  period.  All  of  the  clinical 
results  and  drug  concentrations  for  each  subject  are  included  in  the 
Case  Report  Forms  provided  in  Appendix  E. 

Plasma  concentrations  of  WR  6026  measured  in  the  eight  subjects,  as 
well  as  simple  descriptive  summary  statistics,  are  listed  in  Table  3. 
Plasma  concentrations  remained  below  the  minimal  detectable  concen¬ 
tration  of  6.44  ng  base/ml  for  a  variable  period  of  time  after  dosing 
and  then  rose  gradually  before  declining.  In  one  subject,  #5,  drug 
was  not  measurable  until  the  1.25  hour  sample,  while  in  five  of  the 
subjects  drug  was  measurable  at  0.5  hours.  The  time  at  which  the 
peak  concentration  occurred  also  varied,  ranging  from  1.5  to  5.0 
hours,  with  the  average  being  3.0  hours  (Table  4).  Peak  concen¬ 
trations  varied  from  52.5  to  116.0  ng/ml  with  a  mean  of  73.5  ng/ml. 
After  peaking,  concentrations  fell  gradually.  Plasma  concentrations 
remained  above  the  minimum  detectable  level  at  24  hours  in  seven  sub- 


jects;  in  two,  #6  and  #7,  drug  was  still  measurable  at  48  hours 
(Table  3).  Drug  was  not  measurable  in  the  plasma  of  any  of  the  sub¬ 
jects  60  hours  after  dosing  or  later.  Graphs  of  the  plasma  concen¬ 
trations  in  the  individual  subjects  are  provided  in  Figures  2-4. 

The  average  WR  6026  plasma  concentration  at  each  sampling  time  is 
listed  in  Table  3  and  shown  in  Figure  5.  The  average  concentration 
rose  slowly  after  a  short  lag  time.  A  plateau  was  reached  at  about 
60  ng/ml  lasting  from  two  hours  after  dosing  until  five  hours  after 
dosing  before  drug  levels  declined.  Of  note,  no  desethyl  WR  6026  was 
detected  in  the  plasma  specimens  (10). 

Whole  blood  as  well  as  plasma  concentrations  of  WR  6026  were  measured 
after  dosing  Subjects  #1  and  #2  and  are  listed  in  Appendix  C.  No 
statistics  have  been  calculated  since  values  were  obtained  in  only 
two  subjects.  Concentrations  in  blood  were  lower  than  those  in 
plasma  (Figure  6  compared  to  Figure  2)  indicating  that  the 
concentration  of  drug  in  the  cellular  components  of  blood,  primarily 
red  cells,  is  lower  than  the  concentration  of  drug  in  the  plasma. 
Concentrations  in  both  were  low,  only  nanograms  per  milliliter,  after 
a  60  mg  dose,  suggesting  that  one  or  more  of  the  following  occurs: 
poor  absorption,  widespread  distribution,  or  presystemic  elimination. 
The  data  were  insufficient  to  distinguish  among  these  possibilities. 

The  fraction  of  the  dose  of  WR  6026  recovered  in  the  urine  in  96 
hours  as  unchanged  drug  was  small  and  variable  between  subjects 
(Table  5).  Hydroxymethyl  WR  6026  (WR  254421)  and  desethyl  WR  6026 
were  also  recovered  in  the  urine  (Table  5).  In  each  subject,  more 
hydroxymethyl  WR  6026  was  recovered  than  WR  6026,  which  in  turn  was 


more  than  the  amount  of  desethyl  WR  6026.  In  fact,  of  the  total 
amount  of  drug  recovered  as  these  three  moieties,  76  to  96%  was 
recovered  as  hydroxymethyl  WR  6026.  There  was  at  least  a  fivefold 
variation  in  the  total  amount  of  each  compound  (in  micromoles) 
excreted  in  the  urine  in  96  hours.  In  addition,  the  amounts  of  these 
compounds  present  in  the  urine  collected  84  to  96  hours  after  dosing 
were  small,  indicating  that  an  insignificant  amount  of  these 
compounds  remained  to  be  excreted;  i.e.,  urinary  excretion  was 
virtually  complete  by  96  hours.  The  mean  fraction  of  the  dose 
recovered  as  unchanged  drug  and  the  two  metabolites  was  0.141  with  a 
standard  deviation  of  0.075.  Recovery  ranged  from  6.2  to  30.0 
percent  of  the  dose  (Table  5).  Thus,  the  majority  of  the 
administered  drug  cannot  be  accounted  for  by  the  drug  and  the  two 
metabolites  measured  in  the  urine  in  the  96  hours  after  dosing. 

A  standard  pharmacokinetic  model  which  produced  good  estimates  of  the 
observed  plasma  data  could  not  be  found.  Although  the  rise  of  plasma 
concentrations  to  a  peak  followed  by  a  decline  suggested  a  one- 
compartment  model  with  first-order  absorption  and  elimination,  this 
model  did  not  accurately  estimate  the  peak  plasma  concentrations. 
Changes  in  the  weighting  of  the  data  failed  to  correct  severe  under¬ 
estimates  of  the  peak  concentrations ,  although  when  the  data  were 
weighted  to  the  inverse  square  of  the  concentrations,  the  low  concen¬ 
trations  were  estimated  rather  well.  A  two -compartment  model  did 
not  describe  the  data  better;  large  standard  errors  of  the  model's 
parameter  estimates  were  obtained,  suggesting  that  an  insufficient 
number  of  data  points  were  present  to  describe  the  model.  Therefore, 
a  one -compartment  model  with  data  weighted  to  tne  inverse  square  of 
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the  concentration  was  used  to  describe  the  data,  realizing  that  the 
difficulties  in  measuring  low  concentrations  of  drug  (those  less  than 
6.4  ng/ml)  and  in  estimating  peak  values  serve  to  produce 
pharmacokinetic  constants  for  each  patient  that  are,  at  best, 
approximate.  The  pharmacokinetic  constants  do,  however,  provide  a 
way  to  discuss  quantitatively  the  pharmacokinetic  processes  and  the 
inter-subject  differences.  The  measured  concentrations  and  the 
plasma  concentrations  predicted  by  the  curve -fitting  process  for  each 
subject  are  shown  in  Figures  7  through  14. 

Measured  peak  plasma  concentrations  are  tabulated  in  Table  4  while 
the  estimates  of  the  peaks  derived  from  the  curve  fitting  are  listed 
in  Table  6.  The  measured  maximum  concentrations  varied  by  a  factor 
of  two  in  the  eight  subjects.  The  observed  peaks  were  severely 
underestimated  by  the  model.  Furthermore,  the  calculated  times  to 
peak  did  not  agree  with  the  times  at  which  the  maximum  concentrations 
of  WR  6026  were  actually  observed. 

The  areas  under  the  plasma  concentration- time  curve  (AUC)  also  varied 
widely  between  subjects  (Table  7).  As  measured  by  the  trapezoidal 
rule,  there  was  a  fourfold  difference  in  the  AUC  in  the  eight 
subjects;  the  mean  AUC  was  1066  ng-hr/ml  with  a  range  of  512  to  2179 
ng-hr/ml.  The  coefficient  of  variation  was  0.47.  The  curve  fitting 
process  produced  areas  under  the  concentration- time  curves  which 
closely  approximated  those  obtained  by  the  trapezoidal  rule  (Table 
7).  In  7  of  the  8  subjects,  the  estimate  of  the  area  under  the 
concentration- time  curve  was  within  5%  of  the  value  calculated  by 
trapezoidal  rule.  In  the  other  subject,  #8,  a  12%  difference 
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occurred. 

The  model  parameters  estimated  from  the  plasma  data  are  listed  in 
Table  4.  Each  parameter  had  at  least  a  twofold  range  in  the  eight 
subjects;  coefficients  of  variation  for  the  mean  estimates  were  27% 
to  57%.  The  average  time  before  absorption  was  initiated  was  0.55 
hours  with  a  standard  deviation  of  0.26  hours.  The  time  to  onset  of 
absorption  varied  from  0.30  to  0.89  hours  (Table  4).  The  mean  rate 
constant  for  drug  absorption  was  0.88/hour  with  a  coefficient  of 
variation  of  0.40;  estimates  ranged  from  0.44/hour  to  1.36/hour. 

These  extremes  are  equivalent  to  calculated  absorption  half-times  of 
1.56  and  0.51  hours,  respectively  (Tables  4  and  6). 

Estimates  of  the  rate  at  which  WR  6026  disappeared  from  the  plasma 
also  differed  between  subjects.  The  mean  rate  constant  of 
elimination,  K10,  was  0.082/hr  with  coefficient  of  variation  of  0.57. 
The  greatest  elimination  rate  constant  was  0.192/hour  in  Subject  #2, 
equivalent  to  an  elimination  half-time  of  3.61  hours,  while  the 
slowest  elimination  occurred  in  Subject  #3;  his  rate  constant  of 
elimination  was  0.048/hour  which  translates  to  an  elimination  half- 
life  of  14.52  hours  (Tables  4  and  6). 

Analysis  of  the  data  on  unchanged  WR  6026  in  the  urine  provided 
another  way  of  estimating  the  rate  of  elimination  of  WR  6026  from  the 
plasma.  Although  the  amount  of  unchanged  WR  6026  recovered  in  the 
urine  was  small,  ranging  from  0.53  to  4.57  micromoles,  or  0.4%  to 
3.2%  of  the  administered  dose,  the  time  course  of  excretion  was  used 
to  estimate  the  rate  constant  of  elimination  of  WR  6026  from  the 


plasma.  The  "amount  of  drug  remaining  to  be  excreted  in  the  urine 


method  was  used  to  estimate  the  elimination  rate  constant,  K10,  and 
the  half-life  of  WR  6026  in  each  subject.  The  plot  demonstrated  a 
single  exponential  decline,  providing  only  the  terminal  elimination 
rate  constant.  The  values  obtainea  for  each  subject  and  the  summary 
statistics  are  listed  in  Table  8.  The  rate  constants  are  smaller  and 
the  half-lives  longer  than  the  estimates  obtained  from  the  modeling 
of  the  plasma  concentration  data  in  each  subject  except  for  Subject 
#7.  Nearly  a  threefold  variation  in  the  parameter  estimates  occurred 
in  the  eight  subjects.  The  mean  rate  constant  of  elimination, 
estimated  from  the  urinary  data,  is  0.060/hour  compared  to  the  mean 
estimate  of  0.082/hour  from  the  plasma  data.  The  mean  (geometric)  WR 
6026  half-life  is  11.6  hours  when  using  the  urinary  data  and  8.4 
hours  when  estimated  from  the  plasma  concentration  data. 

The  plasma  and  urine  WR  6026  concentration  data  in  combination  were 
then  used  to  estimate  the  parameters  for  the  one -compartment  model. 
Since  the  magnitude  of  the  amounts  of  drug  in  the  urine  was  higher 
than  the  plasma  concentrations,  three  different  methods  for  weighting 
the  observed  data  were  tried.  Data  were  weighted  equally  (wt  -  0) , 
to  the  reciprocal  of  the  value  (wt  -  -1),  and  to  the  square  of  the 
reciprocal  (wt  -  -2).  The  parameter  estimates  for  the  one- 
compartment  model  are  displayed  in  Table  9  (in  conjunction  with  the 
estimates  obtained  from  the  plasma  data  and  from  the  urine  data 
alone).  Each  method  of  weighting  estimated  the  total  amount  of  the 
drug  recovered  in  the  urine  accurately  (Table  9)  as  well  as  the  time 
course  of  urinary  excretion  (see  Figure  15  for  example  of  fit). 
However,  all  three  consistently  underestimated  the  peak  plasma 
concentrations.  Using  equal  weights  for  each  observation  produced 


the  highest  estimates  of  the  peaks.  These,  however,  were  still  much 
lower  than  the  observed  peaks  (Table  9).  Furthermore,  the  low 
concentrations  were  estimated  least  well  with  this  weighting 
technique  (see  Figure  15) ,  and  the  calculated  areas  under  the  plasma 
concentration- time  curve  had  the  greatest  deviation  from  the  areas 
under  the  concentration- time  curve  calculated  with  the  trapezoidal 
rule  using  the  plasma  concentration  data  with  extrapolation  to 
infinite  time  by  dividing  the  last  measurable  concentration  by  the 
estimate  of  the  elimination  rate  constant  (Table  9) .  The  best 
estimates  of  the  low  concentrations  were  produced  by  weighting  each 
observation  by  the  square  of  its  reciprocal  (see  Figure  15  for 
example) ;  calculated  areas  generally  were  in  good  agreement  with  the 
areas  determined  by  trapezoidal  rule  (Table  9) .  The  observed  data 
and  calculated  estimates  using  this  "wt  -  -2"  method  are  depicted  in 
Figures  16  through  23. 

As  indicated  in  Table  9,  using  a  one -compartment  model  and  weighting 
each  data  point  by  the  square  of  its  reciprocal  produced  estimates  of 
the  area  under  the  concentration- time  curve  which  were  within  10%  of 
the  AUC  calculated  using  the  trapezoidal  rule.  In  addition,  the 
model  estimated  accurately  the  amount  of  WR  6026  excreted  unchanged 
into  the  urine . 

The  pharmacokinetic  parameter  estimates  for  the  one -compartment  model 
for  each  subject  and  the  summary  statistics  are  listed  in  Table  10. 
The  calculated  maximum  concentrations  and  the  calculated  times  at 
which  the  maximum  concentration  occurs  differed  widely  from  the 
measured  peak  concentrations  and  the  times  these  peaks  were  actually 


observed  (Table  9) .  The  plots  of  the  measured  plasma  concentrations 
and  the  estimated  concentrations  demonstrate  large  discrepancies  near 
the  time  when  the  peak  occurred,  while  both  the  initial  rise  in  the 
concentration  and  the  later  declines  in  concentration  appear  to  be 
estimated  quite  closely.  This  suggests  that  the  one -compartment 
model  is  not  sufficiently  complex  to  describe  the  late  absorption  of 
WR  6026  and  its  distribution  throughout  the  subject.  The  mean 
estimates  of  the  absorption  rate  constant,  K10,  time  before  onset  of 
absorption,  TLAG,  and  volume  of  distribution  divided  by  the 
bioavailability,  VCLUME/F,  are  similar  to  those  obtained  using  only 
the  plasma  data  (Table  4).  As  before,  estimates  of  each  parameter 
varied  widely  among  the  eight  subjects. 

The  elimination  rate  constants  (K10)  obtained  with  the  "weight  -  -2" 
procedure  were  similar  to  those  obtained  using  the  urinary  data  alone 
(Table  9)  and  were  smaller  than  the  estimates  obtained  from  the 
plasma  data  alone  in  seven  of  the  eight  subjects.  The  mean  rate 
constant  of  elimination,  estimated  using  plasma  and  urinary  data 
together,  was  0.065/hour,  equivalent  to  an  elimination  half-life  of 
10.7  hours.  Six  subjects  had  half-lives  longer  than  10  hours;  the 
other  two  eliminated  drug  more  rapidly.  There  was  a  threefold 
difference  between  the  smallest  and  largest  estimate.  The  plasma 
concentrations  at  24  hours  and  later  and  the  amounts  of  WR  6026 
excreted  into  the  urine  for  each  subject  are  estimated  closely  by  the 
individual  KlO's,  suggesting  that  the  terminal  rate  of  elimination  of 
WR  6026  from  the  body  is  described  well  by  the  model,  in 
contradistinction  to  the  late  absorptive  and  distributive  phases. 
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Thus,  in  the  eight  subjects  studied,  WR  6026  absorption  began  after  a 
modest  delay  which  averaged  about  0.4  hours  and  proceeded  slowly. 

Peak  drug  concentrations  were  not  reached  until  1.5  to  5  hours  after 


dosing  and  drug  was  eliminated  with  a  mean  half-life  of  about  10.7 
hours.  Inter-subject  differences  in  both  the  absorption  and 
elimination  rates  resulted  in  large  variations  in  the  peak 
concentrations  achieved  and  in  the  areas  under  the  concentration- time 
curves.  The  parameter  estimates,  based  on  a  compartmental  analysis 
of  the  data,  must  be  interpreted  loosely  since  the  compartment  model 


did  not  accurately  quantify  the  late  absorption  and  early 
disposition,  i.e.,  distribution,  of  the  drug.  Peak  plasma 
concentrations  were  systematically  underestimated  by  the  model, 
suggesting  that  the  absorption  rate  may  be  more  rapid  than  estimated 
and  that  a  rapid,  distribution  phase  may  be  present  as  well.  The 
sensitivity  of  the  plasma  assay  limited  the  number  of  data  points 
obtained  at  late  sampling  times,  precluding  analysis  using  a  more 
complicated  model.  However,  hints  of  a  slow,  terminal  elimination 
phase  appeared  in  the  lowest  concentrations  measured.  The  simple 
model  employed  did  estimate  accurately  the  area  under  the  plasma 
concentration- time  curve,  plasma  concentrations  after  24  hours  and 
the  amount  of  WR  6026  excreted  into  the  urine  unchanged. 

Quantification  of  the  amounts  of  parent  drug  and  of  two  metabolites 
excreted  in  the  urine  over  96  hours  accounted  for  a  minor  fraction  of 
the  administered  oral  dosage.  Incomplete  absorption,  non-renal 
elimination  or  the  presence  of  other  metabolites,  not  measured  using 
the  techniques  employed  in  this  study,  could  account  for  the  low 
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recovery  of  drug  In  the  urine . 


CONCLUSIONS 

The  eight  volunteers  studied  in  this  project  tolerated  a  single  oral  dose 
of  60  mg  of  WR  6026  very  well  with  no  symptomatic  complaints.  Only 
minimal  and  clinically  insignificant  changes  in  the  serum  chemistries  were 
noted.  Detectable  WR  6026  absorption  was  delayed  for  a  short  period  of 
time,  about  one-half  hour,  and  proceeded  slowly;  peak  concentrations 
occurred  at  about  three  hours,  and  varied  by  more  than  twofold  in  just  8 
subjects.  There  was  approximately  a  fourfold  variability  in  the  areas 
under  the  concentration- time  curves.  Compartmental  analyses  of  the  data 
were  not  optimal,  but  suggested  that  the  terminal  elimination  half- 
life  averaged  about  11  hours  and  might  be  longer  if  a  more  sensitive  assay 
were  available. 

These  data  suggest  that  further  evaluation  of  WR  6026  in  human  subjects  is 
appropriate.  We  believe  that  the  next  step  should  be  multiple-dose 
testing  in  healthy  subjects  with  close  monitoring  of  symptoms,  clinical 
'1-aboratory  tests,  and  plasma  and  urine  concentrations  of  drug.  Dosing 
once  a  day,  or  about  every  two  half-lives,  would  appear  to  be  a  reasonable 
approach.  Higher  plasma  levels  which  might  be  achieved  during  a  multiple - 
dose  investigation  and  later  sampling  times  would  enable  a  more  accurate 
determination  of  the  pharmacokinetics  of  the  compound.  In  particular,  a 
multiple-dose  study  could  determine  whether  a  single -compartment  model  is 
sufficient  to  describe  the  data  or  whether  a  slower  elimination  phase  is 
present  which  would  lead  to  accumulation  of  drug  if  the  dosing  schedule 
were  once  every  one  or  1.5  half-lives.  In  addition,  further  studies  on 
the  metabolism  of  WR  6026  should  be  performed,  addressing  two  issues  in 


particular:  (1)  whether  a  metabolite  of  the  parent  drug- -possibly  4 -OH  WR 
6026--is  present  in  significant  amounts  in  plasma,  and  (2)  the 
identification  of  the  fate  of  the  administered  drug,  approximately  85%  of 
which  was  not  accounted  for  in  the  present  investigation.  Possibilities 
which  need  to  be  examined  include  determining  whether  other  as  yet 
unidentified  metabolites  are  excreted  in  the  urine,  such  as  glucuronides 
of  either  the  4-OH  or  desethyl  metabolites,  and  whether  there  is 
significant  loss  of  drug  in  the  gastrointestinal  tract. 
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TABLE  1 


Individual  Subject  Characteristics 


>ject  No. 

I.D. 

Age 

Race 

HT  (cm) 

WT  (kg) 

PPD* 

EtOH** 

01 

E-W 

22 

B 

176.0 

73.0 

0.5 

3 

02 

RLH 

28 

B 

178.0 

73.6 

0.5 

0 

03 

W-F 

31 

B 

188.0 

94.0 

0.5 

0.5 

04 

LMH 

24 

B 

165.0 

54.5 

0.5 

3.5 

05 

DLA 

27 

B 

195.0 

105.0 

0.5 

0 

06 

M-P 

20 

B 

176.0 

70.5 

0.5 

0 

07 

AID 

24 

B 

179.5 

57.5 

1.0 

49 

08 

CLH 

34 

B 

178.0 

76.0 

0.5 

6 

MEAN 

26.3 

179.4 

75.5 

(±  SD) 

4.7 

8.9 

17.0 

*  Average  packs  of  cigarettes  smoked  per  day  (from  subject's  history) 
**Ounces  of  alcohol  per  week  (from  subject's  history) 
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TABLE  2 

Peak  Clinical  Laboratory  Abnormalities  Developing 
After  VR  6026  Administration 


5! 

Nu" 


(number  in  parenthesis  indicates  onset  of 
abnormality  in  days  after  drug  administration)* 

[number  in  brackets  indicates  value  just  before 
drug  administration] 


Subject  # 
1 


AST 

ALT 

LDH 

(units /l) 

(units/1) 

( units/1 ) 

217  (4) 

[150] 

Trig.  T  wave 

(mp/dl )  changes 

(0) 


8 

1 

K 

8 

i 

i 

l 


2 


394  (4) 
[145] 


3  41  (4) 

[23] 


201  (4) 
[147] 


4 


(1) 


5 


44  (0)** 
[39] 


203  (2) 
[138] 


6  53  (4)  49  (4) 

[18]  [14] 


255  (2) 

[86] 


7  57  (0)**  63  (2) 

[37]  [28] 


8 


Normal  ranges:  AST  0-35  units/1 

ALT  0-30  units/1 
LDH  0-200  units/1 
Triglycerides  20-190  mg/dl 

*  The  peak  abnormality  did  not  always  occur  on  the  day  of  onset  of  the 
abnormality. 

**  These  two  subjects  were  normal  at  screening  but  had  slight  transferase 

elevations  on  the  morning  blood  sample  taken  just  before  drug  administration. 


Table  3 


PLASHA  CONCENTRATIONS  (in  ng  Tree  base/al)  OF  HR6026  IN  8  VOLUNTEERS  AFTER  A  SIN6LE  60  MG  ORAL  DOSE 


SCHEDULED  TIME  OF  SAMPLE  (HOURS  AFTER  DOSING) 


0.00 

0.25  0.50 

0.75 

1.00 

1.25 

1.50 

2.00 

2.50 

3.00 

3.50 

4.00 

SUBJ 

1 

8.23 

29.80 

26.80 

48.70 

51.00 

53.10 

57.20 

49.20 

2 

7.26 

30.50 

50.90 

60.30 

75.40 

56.30 

67.00 

59.40 

69.50 

59.80 

3 

7.47 

13.00 

14.70 

28.90 

46.80 

52.50 

36.60 

48.30 

4 

12.90 

18.00 

37.80 

51.20 

59.60 

82.60 

85.60 

68.60 

68.30 

62.80 

5 

10.60 

19.40 

24.90 

23.20 

48.90 

53.30 

63.40 

6 

8.58 

13.70 

24.00 

29.40 

31.60 

49.00 

42.90 

62.30 

54.50 

60.40 

7 

7.17 

14.40 

35.90 

73.20 

85.70 

116.00 

102.00 

94.10 

94.90  102.00 

8 

7.63 

13.20 

14.20 

16.30 

45.30 

65.20 

60.50 

64.40 

47.30 

66.90 

« 

0 

0  5 

5 

7 

8 

8 

8 

8 

8 

8 

8 

MEAN 

8.71 

17.96 

25.50 

35.48 

44.81 

58.95 

59.88 

62.91 

60.20 

64.10 

SO 

2.41 

7.26 

16.62 

23.44 

26.40 

29.58 

24.99 

14.25 

17.60 

16.69 

CV(2) 

27.66 

40.41 

65.19 

66.09 

58.91 

50.19 

41.73 

22.65 

29.24 

26.04 

MAX 

12.90 

30.50 

50.90 

73.20 

85.70 

116.00 

102.00 

94.10 

94.90  102.00 

MIN 

7.17 

13.20 

7.47 

10.60 

14.70 

24.90 

23.20 

48.90 

36.60 

48.30 

SCHEDULED  TIME  OF  SAMPLE  (HOURS  AFTER  DOSING) 

5.00 

6.00 

8.00 

10.00 

12.00 

24.00 

36.00 

48.00  60.00  72.00  84.00  96.00 

SUBJ 

1 

44.40 

45.90 

31.40 

32.30 

19.70 

9.80 

2 

57.90 

36.10 

24.80 

21.50 

11.40 

3 

46.60 

39.20 

33.60 

32.50 

26.90 

15.00 

12.00 

4 

75.50 

52.40 

36.80 

37.20 

24.10 

17.60 

8.79 

5 

72.00 

60.10 

47.20 

38.30 

32.70 

12.00 

7.67 

6 

50.50 

50.20 

38.50 

32.60 

30.20 

13.40 

10.40 

7.73 

7 

91.40 

89.70 

88.40 

64.60 

66.00 

31.00 

17.00 

11.30 

8 

62.00 

54.20 

30.80 

27.60 

19.70 

8.43 

6.60 

t 

8 

8 

8 

8 

8 

7 

6 

2 

0 

0 

0 

0 

MEAN 

62.54 

53.48 

41.44 

35.83 

28.84 

15.32 

10.41 

9.52 

SO 

16.21 

16.61 

20.07 

12.78 

16.45 

7.57 

3.76 

2.52 

cvm 

25.93 

31.06 

48.45 

35.66 

57.06 

49.42 

36.10 

26.53 

MAX 

91.40 

89.70 

88.40 

64.60 

66.00 

31.00 

17.00 

11.30 

MIN 

44.40 

36.10 

24.80 

21.50 

11.40 

8.43 

6.60 

7.73 

Absent  values  indicate  the  concentration  Mas  less  than 
the  ainiaue  detectable  concentration  of  6.44  ng/al 


Table  4 


Pharmacokinetic  Paraflietef  5  -for  Individual  Subjects 


PLASMA 


VOLUME/F1 2 

KOI3 4 5 6 7 

K 1 0  3 

TLAG* 

AUC° 

PEAK  CQNC* 

PEAK  TIME 

L 

/HR 

/HR 

HR 

NG. HR/ML 

NG/ML 

HR 

813.98 

1.36 

0.038 

0.89 

692.34 

57.2 

3.5 

512.  19 

1.32 

0.  192 

0.44 

503.01 

75.4 

1.5 

1013.90 

0.72 

0.048 

0.79 

1022.39 

52.5 

3.0 

693.06 

1.15 

0.067 

0.36 

1073. 80 

85.6 

2.5 

699.09 

0.44 

0.076 

0.88 

930.48 

72.0 

5.0 

875.82 

0.83 

0.051 

0.  32 

1114.84 

62.3 

3.0 

416.34 

0.63 

0.055 

0.42 

2141.96 

116.0 

2.0 

843.59 

0.58 

0.081 

0.30 

722.71 

66.9 

3.8 

733.50 

0.88 

0.082 

0.  55 

1025.19 

73.5 

3. 0 

196.35 

0. 35 

0.047 

0.26 

498.79 

20.  1 

1 .  1 

26.77 

39.77 

56.736 

46.74 

48.65 

27.4 

36.0 

1013.90 

1 . 36 

0.192 

0.89 

2141. 96 

116.0 

5.0 

416.34 

0.45 

0.048 

0. 30 

503.01 

52.5 

1.5 

BLOOD 

VOLUME/F 

KOI 

K 1 0 

TLAG 

AUC 

PEAK  CONC 

PEAK  TIME 

L 

/HR 

/HR 

HR 

NG. HR/ML 

NG/ML 

HR 

1239.19 

1 . 90 

0.06  6 

0.88 

603.70 

39.  1 

3.5 

782.04 

1 . 20 

0.  170 

0.30 

372.14 

60.9 

1.5 

1  Volume  of  distribution  divided  by  fraction  available,  F 

2  Absorption  rate  constant 

3  Elimination  rate  constant 

4  Time  delay  before  onset  of  absorption 

5  Area  under  the  concentration  time  curve  for  the  equation 

fit  to  the  plasma  concentrations 

6  Observed  peak  plasma  concentration,  as  free  base 

7  Time  at  which  peak  concentr at i on  occurred 


Table  5 


over  of  WR6026 

:l  ri  the  Urine 

as  Unchanged 

Drug  and  Meta 

1 J  o  1  i  t 

Hydr  o>:  ymethy  1  — 

Deset1",'  1 

WR6026 

Total  /I 

Dose 

WR6026 

WR6026 

R  e  c  o  v ered  R e 

cover 

(mi  croinol  es) 

(mi  c; r  omo I  es  ) 

(mi cromol es > 

( mi cromol  es  ) 

24.5 

0.  23 

0 . 82 

25 . 6 

1  7 . 

.1.  4 , 0 

0.22 

0.57 

14.8 

1 0 . 

j  7 . 2 

>.) .  28 

1 ..  36 

1  9 . 0 

1  3  „ 

“7  f~i 

O.  18 

0.87 

9 . 0 

6. 

9 .  B 

0.  1  4 

0 . 53 

1  0  „  5 

7  . 

16.9 

0.  26 

.1 . 33 

18.5 

12. 

17.6 

0 . 79 

4 . 57 

23.  0 

1  5 

4  1 . 3 

0.52 

1 . 47 

43.  3 

30. 

18.7 

O .  3 

1 . 5 

20 ..  5 

1  4  . 

DEV.  10.5 

0 . 2 

1 . 3 

10.  8 

7. 

K 


subject  r  t  t.r  i  ve.ci  a  60  mq  dose  of  WR6026  d i  hydrochloride 
whid'i  is  144.6  micrornolei. 


Table  6 

Derived  Pharmacokinetic  Parameters  tor  Individual  Subjects 

PLASMA 


SUBJ 

KOI  HL’ 

K 1 0  HL  s 

TMAX* 

CM  AX 

HR 

HR 

HR 

MG /ML 

3 

0 . 5  3 

7.89 

3.  04 

50.  33 

0.  53 

3.61 

2.  15 

69 . 55 

“T 

0.  96 

1  4 . 52 

4 . 82 

40. 27 

£ 

0.  60 

10.  42 

2 . 99 

59.94 

C 

v.) 

1 . 56 

9 .  i  1 

5 .67 

49.  18 

6 

CO 

-fa 

13.  67 

3.  9.1 

47.  1  1 

"7 

1  .  09 

1 2 . 4  9 

4 . 63 

94 . 10 

8 

i  .  20 

8.54 

4 . 25 

42.59 

MEAN 

0 . 9  i 

8 . 4  3s* 

3.93 

56 63 

CD 

0 . 37’ 

1.15 

1  7 . 86 

CV  (  A  ) 

/}. »;")  m  'J 

35 .  4  4 

29,.  26 

31  „  53 

MAX 

j  r~ 

1  4 . 5  3 

5 .67 

94.  10 

!’!  I N 

0 1  !':»5 

3 .  6 1 

2.  15 

40.27 

SIJDJ 


KO  3  Hi 
i  !R 


BLOOD 

K  :i  O  HL. 

HR 

10.  4S 

4 .  OS 


T  MAX 
HR 


CM  AX 
NG/ MI- 
OS  .  33 
45.  SO 


1  Ahsor  i  t  3  on  hal  f 1  i  f  o 

2  El  i  mi  nation  half  life 

3  T i  i;:e  at  whi  c.h  max  i  mum  concentration  occurs 

according  to  -fitted  equation 

4  Maximum  concentration  from  fitted  equation 

5  Geometric  mear. 


w 

K 


m 

to 

TO 


•tViv 

'M 

rift 


H 


m 

»!vjv 

v»*!v 


•I8:*/!? 

•M 


W 

m 

Hs 


ft 


Yv«;«n 

TO; 

<vy 

TO 

Hi: 


Table  7 


Coaparison  of  Area  Under  the  Curve  by  Trapezoidal  Rule  and  Fitted  Equation 


SUBJECT 

FLUID 

AUC* 

AUC** 

DIFFERENCE 

CURVE  FIT  AS 

TRAPEZOIDAL  RULE 

CURVE  FIT 

TRAPEZOIDAL  RULE 

I  TRAPEZOIDAL 

NG.  HR/ML 

NS. HR/ML 

MINUS  CURVE  FIT 

RULE 

1 

PLASMA 

710.17 

692.34 

17.83 

97.4? 

T 

PLASMA 

511.8? 

503.01 

8.88 

98.27 

5 

PLASMA 

1058.06 

1022. av 

35.67 

96.63 

4 

PLASMA 

111G. 29 

1073.80 

44.49 

96.02 

5 

PLASMA 

985.85 

930.48 

55.37 

94.38 

6 

PLASMA 

1 144.01 

1114.84 

29.17 

97.45 

7 

PLASMA 

2178.82 

2141.96 

36.86 

98.31 

8 

PLASMA 

821.63 

722.71 

98.92 

87.96 

MEAN 

1066.09 

1025.19 

40.93 

95.81 

SD 

499.58 

498.7? 

27.61 

3.43 

CV(X> 

46.86 

48.65 

67.44 

3.58 

MAX 

2178.82 

2141.96 

98.92 

98.31 

MIN 

511.89 

503.01 

8.88 

87.96 

BLOOD 

625.06 

603.70 

21.36 

96.58 

BLOOD 

394.21 

372.14 

22.07 

94.40 

Calculated  using  the  linear  trapezoidal  rule  for  the  aeasured  concentrations 
and  adding  the  area  extrapolated  to  zero  drug  concentration  (obtained  by 
dividing  the  last  aeasured  concentration  by  the  eliaination  rate  constant 
K10  froa  the  curve  fitting). 

The  area  froa  tiae  zero  to  infinity  for  the  equation  fit  to  the  observed  data. 
This  is  the  integral  of  the  equation: 

C(T')  =  [D»K01/(V/F)/(K01-KlO)]t[ETP(-K10tT')-EXP(-K01*T'] 
where  T'=  T-TLftG 
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Table  10 


Pharmacokinetic  Parameters  -for  Individual  .Subjects 
Estimated  Using  Observed  Plasma  and  Urinary  Data1 


SUB  J 

VOLUME  /F=' 

KO 1  3 

K 1  O'* 

TLAG“ 

F*K.URINE* 

TMAX7' 

5 

CMAX^  y 

L. 

/HR 

/HR 

HR 

/HR 

HR 

NG/ML 

1 

1 04Z' 

2.30 

0.  057 

0.  92 

0 . 00032 

2.6 

43.  2  £ 

634) 

2.16 

0 .  1 32 

0.  45 

0 . 0005 1 

1.8 

60.2 

•T 

1  1  06 

1 . 04 

0 . 046 

0.  85 

0. 00050 

4 . 0 

38.7  § 

SS 

4 

759 

1 . 24 

0 .  056 

0 .  35 

0. 00033 

3. 0 

56.3  8 

m 

tz 

vJ 

934 

0.19 

0. 047 

O .  OO 

O.  00017 

9.8 

31.7  5 

6 

946 

O.  43 

0.  040 

0 . 04 

0. 00039 

6.  1 

41.0  I 

V. 

*«» 

i 

332 

0 .  50 

0.  060 

0.  40 

0. 00191 

5.2 

97.3  csca 

R 

810 

0 .  4 1 

0.  030 

0.19 

0.  00082. 

5.  1 

41  .  i 

MEAN 

34  0 

1 . 03 

0 . 065 

0.  40 

0 . 00062 

4.7 

51.2  t 

f 

SD 

234 

0.02 

0.  030 

0.34 

0 . 00056 

2.5 

20.8 

C  V  <  7. ) 

28 

78.97 

45.939 

85.13 

89.77831 

53 . 9 

40.7  J 

MAX 

MIN 

1106 

382 

2 . 30 

0.  132 

0. 92 

0 . 00 1 9 1 

0 . 000 1 7 

9.8 

97.3  £ 
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APPENDIX  A 
Study  Flow  Chart 


DAY 

HOUR 

APPROXIMATE  TIME 

PROCEDURE 

1 

-46 

10:00  a.m. 

Subject  admitted  to  unit. 

Sign  consent  form.  Blood  tests 
CBC  with  differential 

SMA  6 

SMA  12 

LDH ,  CK 

Urinalysis 

2 

-24 

8:00  a.m. 

Subject  begins  12 -hour  urine 
collection. 

-12 

8:00  p . m . 

Subject  concludes  12 -hour  urine 
collection,  begins  another  12- 
hour  urine  collection. 

-8 

12:00  a.m. 

NPO 

3 

-1 

7:00  a.m. 

Insert  heparin  lock  for  blood 
sampling. 

-0.5 

7:30  a.m. 

Electrocardiogram 

0 

8:00  a.m. 

Subject  concludes  12 -hour  urine 

collection,  begins  another  12 -hour 
urine  collection.  Blood  tests: 

CBC  with  differential 

SMA6 

SMA12 

LDH.CK 

Methemoglobin  level 

Blood  for  WR  6026  level.  Subject  takes 
four  15  mg  capsules  of  WR  6026. 


0.25 

8:15 

a.m. 

Blood 

for 

WR 

6026 

level 

0.5 

8:30 

a.m. 

Blood 

for 

WR 

6026 

level 

0.75 

8:45 

a.m. 

Blood 

for 

WR 

6026 

level 

1.0 

9:00 

a.m. 

Blood 

for 

WR 

6026 

level 

1.25 

9:15 

a.m. 

Blood 

for 

WR 

6026 

level 

1.5 

9:30 

a.m. 

Blood 

for 

WR 

6026 

level 

DAY 

3  (cont) 


HOUR 

APPROXIMATE  TIME 

PROCEDURE 

2.0 

10:00 

a .  m. 

Blood 

for 

WR 

6026 

level 

2.5 

10:30 

a  .m. 

Blood 

for 

WR 

6026 

level 

3.0 

11:00 

a  .m. 

Blood 

for 

WR 

6026 

level 

3.5 

11:30 

a .  ra . 

Blood 

for 

WR 

6026 

level 

4.0 

12:00 

p.m. 

Blood 

for 

WR 

6026 

level 

1:00  p.m. 
2:00  p.m. 
4:00  p.m. 
6:00  p.m. 
8:00  p.m. 

8:00  a .m. 


8:00  p.m. 


Subject  may  resume  eating. 
Electrocardiogram 

Blood  for  WR  6026  level 

Blood  for  WR  6026  level 

Blood  for  WR  6026  level 

Blood  for  WR  6026  level 

Blood  for  WR  6026  level. 

Subject  concludes  12 -hour  urine 
collection,  begin  another  12- 
hour  urine  collection. 

Blood  for  WR  6026  level. 

Subject  concludes  12 -hour  urine 
collection,  begins  another  12- 
hour  urine  collection. 

Blood  tests: 

CBC  with  differential 
Methemoglobin  level 
SMA  6 
SMA  12 

Lipid  profile 
LDH,  CK 

Electrocardiogram 

Blood  for  WR  6026  level. 

Subject  concludes  12-hour  urine 
collection,  begins  another  12- 
hour  urine  collection. 
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SMOS 


*1 

1, 
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APPROXIMATE  TIME 


8:00  a.m. 


#  7 


8:00  p .  m . 


8:00  a . m . 


8:00  p . m . 


8:00  a.m. 


10:00  a.m. 


PROCEDURE 

Blood  for  WR  6026  level. 

Subject  concludes  12 -hour  urine 
collection,  begins  another  12- 
hour  urine  collection. 

Blood  tests: 

CBC  with  differential 
Methemoglobin  level 
SMA  6 
SMA  12 

Lipid  profile 
LDH ,  CK 

Electrocardiogram 

Blood  for  WR  6026  level. 

Subject  concludes  12 -hour  urine 
collection,  begins  another  12- 
hour  urine  collection. 

Blood  for  WR  6026  level. 

Subject  concludes  12 -hour  urine 
collection,  begins  another  12- 
hour  urine  collection. 

Blood  for  WR  6026  level. 

Subject  concludes  12 -hour  urine 
collection,  begins  another  12- 
hour  urine  collection. 

Blood  for  WR  6026  level. 

Subject  concludes  12 -hour  urine 
collection,  begins  another  12- 
hour  urine  collection. 

Blood  tests: 

CBC  with  differential 
Methemoglobin  level 
SMA  6 
SMA  12 

Lipid  profile 
LDH,  CK 

Electrocardiogram 

Urinalysis 
Discharge  from  unit. 
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APPENDIX  B 


CLINICAL  INVESTIGATION  CONSENT  FORM 
The  Johns  Hopkins  Medical  Institutions 

f 

Title  of  Research  Project:  Single-Dose  Absorption  and 

Pharmacokinetics  pf  WR  6026  Hydrochloride  in 
Healthy  Subjects 


Explanation  qf  Research  Project  to  Subject: 


Patient  I.D.  Plate 


You  are  Invited  to  participate  in  a  study  of  a  drug  called  WR  6026.  WR  6026  is  not  a 
licensed  drug  and  therefore  is  considered  investigational.  This  is  a  drug  used  to  treac  an 
infection  called  leishmaniasis  which  usually  occurs  in  tropical  countries  and  is  caused  by 
a  parasite.  WR  6026  has  shown  promise  as  an  effective  drug  to  treat  this  infection.  The 
purpose  of  this  project  is  to  see  how  healthy  volunteers  absorb  the  drug  after  it  is  given 
by  mouth,  how  long  the  drug  stays  in  the  bloodstream,  and  what  byproducts  of  drug 
metabolism  are  eliminated  in  the  urine. 

If  you  agree  to  join  the  study  you  will  be  hospitalized  for  six  days.  You  will 
collect  all  urine  for  analysis  starting  on  the  second  hospital  day.  On  the  third  hospital 
day  you  will  take  twelve  5  mg  capsules  of  WR  6026  for  a  total  of  60  mg.  Following  drug 
administration  repeated  blood  samples  will  be  taken  by  means  of  a  "heparin  lock,"  a  device 
like  an  intravenous  catheter  that  stays  in  your  vein  and  allows  blood  to  be  removed  without 
sticking  a  new  needle  through  the  skin  each  time.  A  total  of  24  blood  samples,  each  less 
than  one  tablespoon,  will  be  removed  for  analysis  over  the  four  days  after  the  drug  is 
given.  In  combination  with  blood  specimens  taken  before  and  after  the  drug  is  given  to 
monitor  its  safety,  the  total  amount  of  blood  to  be  removed  for  this  project  is  less  than 
one  pint.  This  is  less  than  the  amount  routinely  donated  at  a  blood  bank. 

We  believe  that  the  risks  involved  with  this  study  are  small.  When  given  to  animals 
in  large  doses  for  long  periods,  WR  6026  has  caused  changes  in  the  kidney,  gallbladder, 
liver,  spleen,  lungs  and  heart.  In  this  project  however,  a  much  smaller  dose  for  body 
weight  will  be  given  and  it  is  given  only  once.  Healthy  human  subjects  in  the  1940's  were 
given  WR  6026  for  two  weeks  at  a  dally  dose  one  half  as  much  as  in  this  project,  and  they 
developed  only  minimal  changes  in  blood  tests  and  ERG  but  no  symptoms.  More  recently, 
healthy  volunteers  have  taken  single  doses  of  WR  6026,  Including  two  who  took  the  same 
amount  you  will  take  in  this  project,  and  no  symptoms  or  laboratory  abnormalities  were 
seen.  The  chance  of  your  clinical  laboratory  tests  being  abnormal  is  small.  However,  if 
your  clinical  laboratory  tests  on  Day  7  are  abnormal,  you  will  be  invited  to  return  for 
follow-up  clinical  testing  on  Day  13  and  weekly  thereafter  until  the  tests  become  normal  or 
an  alternative  explanation  is  determined.  A  risk  of  having  a  heparin  lock  for  blood 
withdrawal  is  the  possible  discomfort  of  swelling,  soreness  and  bruising. 

Benefits  to  you  for  participation  in  this  study  are  primarily  financial,  but  another 
potential  asset  is  the  comprehensive  medical  evaluation  which  accompanies  this  project,  the 
records  of  which  will  be  available  in  the  future.  If  WR  6026  is  found  to  be  well  absorbed 

and  safe,  then  it  can  be  studied  further  to  see  if  it  is  a  better  form  of  therapy  for  the 

parasite  infection  than  current  drugs. 

You  are  under  no  obligation  to  participate  in  this  project.  Should  you  decide 

not  to  participate  or  should  you  decide  to  withdraw  during  the  course  of  the  project,  your 

future  care  at  Hopkins  will  not  be  affected.  You  will  be  paid  by  check  for  the  proportion 
of  the  study  which  you  have  completed  at  the  time  of  withdrawal.  Successful  completion  of 
the  entire  study  will  pay  $250.  You  will  be  paid  by  check  when  you  leave  the  hospital. 

Army  inspectors  may  look  at  the  relevant  part  of  your  medical  record  as  part  of  their 
job  to  review  this  study.  You  are  authorized  all  medical  care  for  injury  or  disease  which 
is  a  proximate  result  of  your  participation  in  this  research.  The  medical  treatment 
provided  might  include,  if  necessary,  laboratory  tests.  X-rays  and  other  procedures  used  in 
diagnosis  and“  treatment.  No  other  compensation “for-  Injury  is  offered!-  “ 

THIS  CONSENT  FORM  CONTINUES  ON  THE  REVERSE  SIDE 


B 

K&i 


■ 

Ewv, 

m 


swwras 


pDerid l  :: 


r  i  d  l  : 

:  Cs  M easur 

ed  C on  c  er *  t  r  a t  i  on  s 

of  WR602 

HID 

SCHEDULED 

TIME  ACTUAL  TIME 

NfjpML 

Fir  po'.:  t  ( 

!(.t  r;  hr  pout  dose 

b  ase 

PL 

0 .  0  0 

-0.  23 

PL 

,•"»  oc: 

O .  vj 

0 .  25 

+r 

PL 

0 . 50 

0 . 5  0 

121- { 

<  j .  7  5 

0.  75 

p. 

i  .  00 

1 . 00 

8 .  2 : 

F'L 

i  .  25 

1  .  .25 

29.8 

PL 

1 . 50 

1 . 50 

26.8 

PL 

2 . 00 

2 .  O  0 

48.  7 

PI.. 

2 . 50 

2 . 50 

5  1 . 0 

F’L 

3 . 00 

3 . 0  0 

53.  1 

PI 

3  -  5  o 

3 .  50 

57 . 2 

PL 

4  .  00 

4  .  OO 

49. 2 

PL. 

5  -  00 

5 . 00 

44.  4 

PL 

6.  00 

6 . 00 

4  5.9 

F’L 

S .  OF) 

a .  oo 

31.4 

PL. 

1 0 .  00 

j.  0  -  00 

PL 

1  2 . 00 

1 2 . 00 

19.7 

F'L. 

24 . 00 

24.0-: 

9.8 

PL 

36 , 00 

36 . 00 

■* 

PL 

48 . 00 

4  a .  oo 

¥■ 

PL 

60 . 00 

60.  00 

«*• 

PL 

*7 

+ 

F'L 

84 . 00 

CD 

p  J_ 

96.  00 

96 . 00 

¥: 

r;,L. 

•** ..  ».>0 

-0.  23 

*■ 

PL 

0. 25 

0 .  25 

■*- 

PL 

0 . 50 

0 . 50 

7.  2< 

PL 

0 .  75 

0.  75 

30. 5 

PL 

1 . 00 

1 . 00 

50 .  9 

; 

1 . 25 

1  .  25 

60 . 3 

PL. 

1 . 50 

1.  .  50 

75.  4 

PL 

2.  00 

2 . 00 

ir  «  *r 

Jc)  -  -...• 

Pl. 

_ .  j'.i 

2 . 50 

6  7 . 0 

PL 

3 .  OO 

3 . 00 

59 . 4 

PL. 

3. 50 

Z  ■  50 

69. 5 

PL. 

4 . 00 

4 . 00 

59.9 

F'L 

5 . 00 

5 .  OO 

57.9 

; 

6 .  00 

6 .  00 

36  -  1 

PL. 

3 . 00 

a . 

24.8 

PL 

J  0.  00 

1  o .  oo 

21.5 

f-'L 

1  2.1.10 

1  2 .  oo 

11.4 

l:'l 

24 . 00 

24.00 

* 

1  "T 

36 . 00 

36.  OO 

49.  00 

4  n .  oo 

-* 

FI. 

60 . 00 

58 .  22 

* 

F'L 

72. 00 

72.  00 

* 

'  -  <> *: 

ion  below  Ft 

ic  Jr? tec  Labi  1  i  tv 

1  l  m  \  L  . 

i 4  n  q  in  1 


V  Fj*  ->  -j*.  \>  v.viUJi  ."JTOi  T? " 


Appendix  C: 


M b  a  !3 ur  pc!  Concentrations 
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17.6 
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* 
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Table  1* 

Precision  and  Accuracy  Data  for  Analysis  of  WR  6026, 
Desethyl  WR  6026  and  4-Hydroxymethyl  WR  6026  in  Human  Urine3 


Amount  Added*3 
(ng/ml) 


Amount  Measured*5 
(mean  ±  SD) 
(ng/ml) 


Coefficient  of 
Var iat ion 
(%) 


17 

83 


16 

79 


15 

75 


WR  6026 

18  ±  4  27 

84  t  6  7 

Desethvl  WR  6026 
15  t  3  20 

83  ±  6  7 

4-Hydroxymethyl  WR  6026 
14  t  2  14 

75  x  8  8 


6 

10 


6 

8 


8 

10 


aData  represents  a  compilation  of  N  separate  experiments  with  3 
replicates  of  each  sample  determined  for  each  experiment.  A 
standard  curve  of  10-500  ng/ml  of  each  compound  bracketed  spiked 
unknowns . 

^Samples  were  spiked  20  or  100  ng/ml  of  the  salts  of  each  compound. 
Data  shown  is  corrected  for  presence  of  various  salt  forms  of  the 
compounds . 
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TABLE  2* 

4 -HYDROXYMETHYL  WR6026 


*T8 

O, 


1 

K 

1 

I 


NANOGRAMS/ML  URINE 


SAMPLE 

PT  1 

PT  2 

PT  3 

PT  4 

PT  5 

PT  6 

PT  7 

PT  8 

-12-0 

0 

0 

0 

0 

0 

0 

0 

0 

0-12 

2276 

1700 

789 

1054 

651 

958 

1427 

2657 

12-24 

2316 

549 

585 

1406 

1043 

1189 

1279 

2637 

24-36 

882 

636 

883 

967 

771 

402 

542 

1324 

36-48 

1096 

290 

346 

335 

517 

665 

712 

956 

48-60 

336 

257 

298 

490 

291 

521 

425 

406 

60-72 

579 

110 

222 

374 

260 

237 

168 

304 

72-84 

505 

146 

382 

193 

253 

266 

311 

357 

84-96 

336 

118 

108 

121 

144 

127 

143 

268 

URINE 

VOLUME 

(ML) 

SAMPLE 

PT  1 

PT  2 

PT  3 

PT  4 

PT  5 

PT  6 

PT  7 

PT  8 

ii 

ii 

ii 

ii 

ii 

ii 

ii 

n 

ii 

§ 

I 

« 

1 

9 

$ 


$ 

f 

1 

E 


-12-0 

680 

590 

1045 

735 

815 

1550 

1500 

1920 

0-12 

820 

960 

1390 

510 

485 

1230 

960 

1135 

12-24 

1050 

2020 

1855 

595 

1050 

1345 

1300 

1525 

24-36 

1835 

1330 

1328 

432 

802 

1960 

1605 

2590 

36-48 

830 

1630 

3130 

745 

1160 

1480 

1505 

1615 

48-60 

1750 

1426 

1695 

685 

1000 

950 

1095 

2600 

60-72 

1315 

1860 

1805 

490 

1070 

1635 

1195 

1890 

72-84 

715 

1410 

1650 

1050 

750 

1600 

1565 

1860 

84-96 

790 

1720 

1720 

745 

1025 

1570 

1460 

1970 

TOTAL 

EXCRETEO/SAMPLE  (MICROMOLES) 

SAMPLE 

PT  1 

PT  2 

PT  3 

PT  4 

PT  5 

PT  6 

PT  7 

PT  8 

-12-0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0-12 

5.2 

4.5 

3.1 

1.5 

0.9 

3.3 

3.8 

8.4 

12-24 

6.8 

3.1 

3.0 

2.3 

3.0 

4.5 

4.6 

11.2 

24-36 

4.5 

2.4 

3.3 

1.2 

1.7 

2.2 

2.4 

9.6 

36-48 

2.5 

1.3 

3.0 

0.7 

1.7 

2.7 

3.0 

4.3 

48-60 

1.6 

1.0 

1.4 

0.9 

0.8 

1.4 

1.3 

2.9 

60-72 

2.1 

0.6 

1.1 

0.5 

0.8 

1.1 

0.6 

1.6 

72-84 

1.0 

0.6 

1.8 

0.6 

0.5 

1.2 

1.4 

1.9 

84-96 

0.7 

0.6 

0.5 

0.3 

0.4 

0.6 

0.6 

1.5 

TOTAL 

*24.5 

14.0 

17.2 

7.9 

9.8 

16.9 

17.6 

41.3 

RATE  OF  EXCRETION 

(NANOMOLES/HOUR) 

SAMPLE 

PT  1 

PT  2 

PT  3 

PT  4 

PT  5 

PT  6 

PT  7 

PT  8 

SttSBSSKSS 

^sssssesesssrss^ss 

:C8SS828S88B88S«SC& 

XSCSSfl 

XSSEBS 

-12-0 

0.0 

0.0 

0.0 

0.0 

O.r 

0.0 

0.0 

0.0 

0-12 

433.2 

378.8 

254.5 

124.8 

73-  v 

273.4 

318.0 

700.1 

12-24 

564.4 

257.6 

252.0 

194.2 

254.2 

371.3 

385.9 

933.5 

24-36 

375.6 

196.3 

272.2 

97.0 

143.5 

182.8 

201.9 

796.0 

,  36-48 

211.1 

109.7 

251.2 

57.9 

139.2 

228.5 

248.8 

358.5 

48-60 

136.7 

85.0 

117.2 

77.9 

67.5 

114.8 

107.9 

245.0 

60-72 

176.6 

47.7 

93.1 

42.5 

64.6 

89.9 

46.5 

133.4 

72-84 

83.9 

47.9 

146.2 

47.2 

44.0 

98.6 

112.9 

154.3 

84-96 

61.7 

47.3 

43.0 

21.0 

34.4 

46.4 

48.6 

122.4 

*  reproduced  from  reference  #11 . 
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TABLE  3* 
DESETHYL  WR6026 


NANOGRAMS/ML  URINE 


SAMPLE 

PT  1 

PT  2 

PT  3 

PT  4 

PT  5 

PT  6 

PT  7 

PT  8 

-12-0 

0 

0 

0 

0 

0 

0 

0 

0 

0-12 

42 

48 

20 

54 

17 

23 

90 

48 

12-24 

25 

11 

14 

12 

24 

24 

90 

51 

24-36 

10 

8 

16 

24 

13 

7 

2 

14 

36-48 

10 

0 

8 

10 

4 

7 

19 

11 

48-60 

0 

0 

0 

8 

0 

8 

17 

0 

60-72 

0 

0 

0 

3 

0 

0 

8 

0 

72-84 

0 

0 

0 

4 

0 

0 

12 

0 

84-96 

0 

0 

0 

0 

0 

0 

2 

0 

URINE 

VOLUME 

(ML) 

SAMPLE 

PT  1 

PT  2 

PT  3 

PT  4 

PT  5 

PT  6 

PT  7 

PT  8 

-12-0 

680 

590 

1045 

735 

815 

1550 

1500 

1920 

0-12 

820 

960 

1390 

510 

485 

1230 

960 

1135 

12-24 

1050 

2020 

1855 

595 

1050 

1345 

1300 

1525 

24-36 

1835 

1330 

1328 

432 

802 

1960 

1605 

2590 

36-48 

830 

1630 

3130 

745 

1160 

1480 

1505 

1615 

48-60 

1750 

1426 

1695 

685 

1000 

950 

1095 

2600 

60-72 

1315 

1860 

1805 

490 

1070 

1635 

1195 

1890 

72-84 

715 

1410 

1650 

1050 

750 

1600 

1565 

1860 

84-96 

790 

1720 

1720 

745 

1025 

1570 

1460 

1970 

TOTAL 

EXCRETED/SAMPLE  ( MICROMOLES ) 

SAMPLE 

PT  1 

PT  2 

PT  3 

PT  4 

PT  5 

PT  6 

PT  7 

PT  8 

====== 

-12-0 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

C-12 

0.09 

0.13 

0.08 

0.08 

0.02 

0.08 

0.24 

0.15 

12-24 

0.07 

0.06 

0.07 

0.02 

0.07 

0.09 

0.33 

0.22 

24-36 

0.05 

0.03 

0.06 

0.03 

0.03 

0.04 

0.01 

0.10 

36-48 

0.02 

0.00 

0.07 

0.02 

0.01 

0.03 

0.08 

0.05 

48-60 

0.00 

0.00 

0.00 

0.02 

0.00 

0.02 

0.05 

0.00 

60-72 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.03 

0.00 

72-84 

0.00 

0.00 

0.00 

0.01 

0.00 

0.00 

0.05 

0.00 

84-96 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.01 

0.00 

TOTAL 

0.25 

0.22 

0.28 

0.18 

0.14 

0.26 

0.79 

0.52 

RATE  OF 

EXCRETION 

(NANOMOLES/HOUR) 

SAMPLE 

PT  1 

PT  2 

PT  3 

PT  4 

PT  5 

PT  6 

PT  7 

PT  8 

========= 

vesssfi 

:  =  »  =  =  =  =  = 

====  = 

SSS88S 

CBCCSC 

SS88SS8SSS88 

ssssss 

-12-0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0-12 

7.9 

10.7 

6.5 

6.3 

1.9 

6.6 

20.0 

12.6 

12-24 

6.1 

5.3 

6.0 

1.6 

5.9 

7.4 

27.3 

18.0 

24-36 

4.3 

2.3 

5.0 

2.4 

2.4 

3.3 

0.6 

8.7 

>  36-48 

2.0 

0.0 

5.5 

1.8 

1.2 

2.5 

6.6 

4.1 

48-60 

0.0 

0.0 

0.0 

1.3 

0.0 

1.7 

4.4 

0.0 

60-72 

0.0 

0.0 

0.0 

0.3 

0.0 

0.0 

2.2 

0.0 

72-84 

0.0 

0.0 

0.0 

1.0 

0.0 

0.0 

4.2 

0.0 

84-96 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.6 

0.0 

c 


*  reproduced  from  reference  #11. 
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TABLE  4  *  ^ 

WR  6026  ^ 


NANOGRAMS/ML  URINE 


SAMPLE 

PT  1 

PT  2 

PT  3 

PT  4 

PT  5 

PT  6 

PT  7 

PT  8 

-12-0 

0 

0 

0 

0 

0 

0 

0 

0 

0-12 

157 

149 

148 

254 

90 

119 

706 

230 

12-24 

56 

20 

71 

155 

70 

106 

396 

103 

24-36 

25 

10 

59 

61 

33 

32 

61 

20 

36-48 

26 

0 

18 

18 

15 

34 

128 

14 

48-60 

3 

0 

13 

23 

8 

17 

49 

2 

60-72 

9 

0 

8 

20 

4 

23 

24 

3 

72-84 

9 

0 

17 

12 

6 

0 

0 

0 

84-96 

0 

0 

0 

0 

3 

0 

0 

0 

URINE  VOLUME 

(ML) 

SAMPLE 

PT  1 

PT  2 

PT  3 

PT  4 

PT  5 

PT  6 

PT  7 

PT  8 

-12-0 

680 

590 

1045 

735 

815 

1550 

1500 

1920 

0-12 

820 

960 

1390 

510 

485 

1230 

960 

1135 

12-24 

1050 

2020 

1855 

595 

1050 

1345 

1300 

1525 

24-36 

1835 

1330 

1328 

432 

802 

1960 

1605 

2590 

36-48 

830 

1630 

3130 

745 

1160 

1480 

1505 

1615 

48-60 

1750 

1426 

1695 

685 

1000 

950 

1095 

2600 

60-72 

1315 

1860 

1805 

490 

1070 

1635 

1195 

1890 

72-84 

715 

1410 

1650 

1050 

750 

1600 

1565 

1860 

84-96 

790 

1720 

1720 

745 

1025 

1570 

1460 

1970 

TOTAL 

EXCRETED/SAMPLE  (MICROMOLES) 

SAMPLE 

PT  1 

PT  2 

PT  3 

PT  4 

PT  5 

PT  6 

PT  7 

PT  8 

-12-0 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0.00 

0-12 

0.38 

0.42 

0.60 

0.38 

0.13 

0.43 

1.97 

0.76 

12-24 

0.17 

0.12 

0.38 

0.27 

0.21 

0.41 

1.50 

0.46 

24-36 

0.13 

0.04 

0.23 

0.08 

0.08 

0.19 

0.29 

0.15 

36-48 

0.06 

0.00 

0.16 

0.04 

0.05 

0.14 

0.56 

0.07 

48-60 

0.01 

0.00 

0.07 

0.05 

0.02 

0.05 

0.16 

0.01 

60-72 

0.04 

0.00 

0.04 

0.03 

0.01 

0.11 

0.08 

0.02 

72-84 

0.02 

0.00 

0.08 

0.04 

0.01 

0.00 

0.00 

0.00 

84-96 

0.00 

0.00 

0.00 

0.00 

0.01 

0.00 

0.00 

0.00 

TOTAL 

0.82 

0.57 

1.56 

0.87 

0.53 

1.33 

4.57 

1.47 

RATE  OF  EXCRETION 

(NANOMOLES/HOUR) 

SAMPLE 

PT  1 

PT  2 

PT  3 

PT  4 

PT  5 

PT  6 

PT  7 

PT  8 

ssBcssess&sses: 

ssssssesssssseesss: 

:sesss=s 

SS&SBSBSBBSSS 

:sas=sa 

-12-0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

0-12 

31.3 

34.7 

49.8 

31.5 

10.6 

35.5 

164.6 

63.5 

12-24 

14.4 

10.0 

31.9 

22.5 

17.8 

34.5 

125.1 

38.3 

24-36 

11.2 

3.1 

19.0 

6.4 

6.3 

15.4 

23.9 

12.5 

36-48 

5.3 

0.0 

13.7 

3.3 

4.2 

12.1 

46.9 

5.6 

48-60 

1.2 

0.0 

5.4 

3.8 

1.9 

3.9 

13.1 

1.2 

60-72 

3.0 

0.0 

3.7 

2.4 

1.1 

9.1 

7.0 

1.5 

72-84 

1.6 

0.0 

6.7 

3.1 

1.1 

0.0 

0.0 

0.0 

84-96 

0.0 

0.0 

0.0 

0.0 

0.8 

0.0 

0.0 

0.0 

*  reproduced  from  reference  #11. 
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APPENDIX  E 


page  1 


INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND :WR60£6 

LIETMAN 

EL  r_  ^ 

F  M  L 

01 

PROTOCOL sDAMD  17-Q5-C-51 33- 

03 

PROTOCOL 


Study 

Day 

Date ' 
ddmmmy y 

Procedures 

5  SvT'j.n'o  C 

Screening  laboratory 

History,  Physical  Exam 

0 

15111 

Admission 

3 

BSSl 

Drug  Administration 

I  certify  that* 


1)  I  have  carefully  examined  all  entries  on  the  data  collection 

forms,  consisting  of _ M _ pages,  for  subject  # _ Qj_ _ . 

2)  All  information  entered  onto  the  data  collection  forms  for 
this ^subject,  to  the  best  of  my  knowledge,  is  correct. 

_ M.  D.  jp 

Investigator’s  signature  dd/mmm/yy 


t»x 


page  £ 


INVESTIGATOR’S  NAME  PT  INITIAL  PT  #  COMPOUND t WR6026 


LIETMAN 


_£  r_ 

F  M  L  O  / 


PROTOCOL sDAMD  17-Q5-C-5 133- 

OS 


MEDICAL  HIBTORY 


Date  of  evaluation  Q2/J  u  |  /f.  £> 

dd  mmm  yy 


Date  of  birth 


dd  mmm  yy 


Race 


A1 lerQy 


Tobacco  Use 


Alcohol  Use 


Recreational  Drug  Use 


Medications  past  2  weeks 


Experimental  Drug  Exposure 


Blood  or  plasma  donor 


Prior  Surgery 


Eye,  ear,  nose,  throat 


Endocrine(diabetes,  thyroid) 


C-V  (heart  murmur,HBP> 


Pulmonary  (cough, asthma) 


Hepatitis,  gastro-intest inal 
Gen ito-ur inary 


Muscu 1 oske ’ et  a 1 


Neuropsych i at  r i c 
Other 


Examiner 

print  nam^ 


No  Yes  Comments 


ktT  c  infi Citen 


I 


$1 

fel 


m 


INVESTIGATOR’ S  NAME  PT  INITIAL  PT  #  COMPOUND s WR6026 


LIETMAN 


PROTOCOL i DAMD  17-85-C-5133- 
F  M  L  I  Cl  03 


PHYSICAL  EXAMINATION 

Date 

dd  mmm  yy 


Pulse 

Respir 

Blood  Pressure 

Height  (cm) 

Wt. (kg) 

Q  \  i^/min 

It. 2^min 

J.  J2  LUL  £_ 

J.  1  Jl-j2 

wmm 

GENERAL  EXAMINATION* 

(check) 

Nor. 

1 A  bn. 

Provide  details  of  abnormalities 

Head /Neck 


EENT 


Chest, lungs 


Heart 


Abdomen 


Genital ia 


Rectal 


Extremities 
Skin 

Neurologic  >/ 


H 

m\ 

It 
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LIETMAN 


PT  # 

COMPOUND :WR6026 

0  i 

PROTOCOL :DAMD  1 7-85-C-5 1 33- 

03 

MEDICATION  RECORD 


STUDY:  WR6026 


St  udy 
Day 

Date 

ddrnrnmyy 

, 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

5 

u(  \  L  \ 

OteZ 

<U  A . 

PO 

I.  D.  # 


^  ”M>e3cx>J  S>e,rvo,A,  4v/ .  A, 


DOSAGE  (total)  _SQLl 

PLASMA  CONCENTRATIONS 


Sample  Schedule  Date  Scheduled 


Actual  CWR6026D  Metherno- 


Time  ddmmrnyy  Clock  Time  Clock  Time 


(hours) 


0 


0.  25 


0.  50 


0.  75 


(0-2400)  (0-2400) 


4*  CT& 


c  f  Ufc  £T/?  fif 


f 


CW 


glob in 
X 


m 


1. 25 


1.  50 


2. 


2.  5 


3.  0 


3.  5 


5. 


6 


8.  0 


10.  0 


cite 


/m 


hC-X 


/ /32 


5)0 


53.  \ 


5~l  ^ 


MG'S 


Mm.  m 


H 

mu 

MS.  c 

V«V»Y*V»V»S;l 


w5 


hV«V7 
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LIETMAN 


STUDY:  WR6026 


PT  # 

COMPOUND :WR6026 

0/ 

PROTOCOL iDAMD  1 7-85-C-51 33- 

03 

MEDICATION  RECORD 


Study 

Day 

Date  1 
ddmmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

Bot  tie 
I.  D.  « 

3 

!%MbM 

0801 

N.b 

PO 

^XL-NcXO  \"V  \ -j  i'V'-i 


page  2 


DOSAGE  (total)  _ Jgj 

PLASMA  CONCENTRATIONS 


9— 


Sample  Schedule  Date  Scheduled  Actual  [WR60263  Metherno- 


Time  ddmmmyy  Clock  Time  Clock  Time 
(hours)  (0-2400)  (0-2400) 


24.  0 


36.0 


48.  0 


60.  0 


72.  0 


84.  0 


96.0 


u 


Cl  iu(^-  C 


3  c  c 


&co*L 


1 


globin 

% 


87 
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LIETMAN 


STUDY SWR6026 


PT  INITIAL 

PT  # 

COMPOUND IWR6026 

£  —  a.' 

F  M  L 

6  1 

PROTOCOL iDAMD  17-85-C-5133- 

03 

URINE  CONCENTRATIONS 


Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

ciTJU 

c-b  o  1 

aja 

PO 

DOSAGE  (total)  _ V 

URINE  CONCENTRATIONS 


Bott  li 


Sample |  Scheduled 

Collection  Time 
(hours) 


Start  Collection 

End  Coll ect i on 

ddmmmyy 

0-2400 

ddmmmyy 

0-2400 

Ool ume 


-24 

TO 

-12 

-12 

TO 

0 

TO 

12 

12 

TO 

24 

24 

TO 

36 

36 

TO 

48 

48 

TO 

60 

60 

TO 

72 

72 

TO 

84 

64 

TO 

96 

gCOC 


6%  0  0 


£&Q0 


%(c  £000 


Acroo 


0 


U  0  2  DO  t3C 


(o  Zood 


oSoo  /3/S 


£c>o  d  7/5 


03  Ob 


ii 


.o\%^ 


•  O 


INVESTIGATOR’S  NAME  PT  INITIAL  PT  # 


COMPOUND :WR6026 


PROTOCOLjDAMD  17-85-C-5133- 

LIETMAN 

F~ 

M~  L~ 

0  / 

03 

CHEMISTRY  VALUES 

Laboratory : JOHNS  HOPKINS  HOSPITAL 

Screen 

Predrug 

Predrug 

Postdrug 

— 

1 

4 

5 

C>5  J  u|  Xie 

MJlK  1 

TEST: NORMAL  ddmmmyy 

ddmmmyy 

ddmmmyy 

ddmmmyy 

ddmmmyy 

NA: 135-148  MEQ/L 


K : 3. 5—5. O  MEQ/L 


CL t 96— 109  MEQ/L 


COS s 24-30  MEQ/L 


SUN i 12-25  MG/DL 


CREATsO.  4-1.  5  MG/DL 


GLU:70— 1 15  MG/DL 


T. DILI >0.  3-1. 2MG/DL 


D. BILI xO. 1-0. 4MG/DL 


CAs9.  0-11.0  MG/DL 


P04s3. 0-4.5  MG/DL 


URIC  As4. 2-8. 8MG/DL 


T.  PROT16. 0-8.  5G/DL 


ALB.  13.2-5.3  G/DL 


AST 1 0-35  IU/L 


ALT 1 0-30  IU/L 


ALK  PHOSiO-95  IU/L 


CHOLi 151-268  MG/DL 


LDH 1 0-200  IU/L 


CPK1O-I6O  U/L<m«l*> 


TG 1 20- 190  MG/DL 


/37  nz 


4 1 
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INVESTIGATOR’S  NAME  PT  INITIAL  PT  #  COMPOUND * WR6026 


LIETMAN 


TEST* NORMAL 


NA: 135-148  MEQ/L 


K*3.  5-5.  0  MEQ/L 


CL i 96- 109  MEQ/L 


COS : 24-30  MEQ/L 


SUN* 12-25  MG/DL 


CREATiO. 4-1.5  MG/DL 


GLU*70— 1 15  MG/DL 


T. DILI :0.  3-1. 2MG/DL 


D. DILI *0. 1-0. 4MG/DL 


CA *9.0-11.0  MG/DL 


P04*3. 0-4.  5  MG/DL 


URIC  A*4. 2-8. 8MG/DL 


T.  P ROT 1 6.  0-8. 5G/DL 


ALB.  13.2-5.3  G/DL 


AST » 0-35  IU/L 


ALT *0-30  IU/L 


ALK  PHOSiO-95  IU/L 


CHOL i 151-268  MG/DL 


LDHiO-200  IU/L 


|CPKt0-160  U/L (male) 


TG i 20- 190  MG/DL 


e_  r_  ± 

F  M  L 


PROTOCOL sDAMD  17-85-C-5133- 

03 


CHEMISTRY  VALUES 

Laboratory  *  JOHNS  HOPKINS  HOSPITAL 


Postdrug 

7  Da 

JjJjfSlL _ _ _ _ Da 

ddmmmyy  ddmmmyy  ddmmmyy  ddmmmyy  ddmmrnyy 


1 

M 


1$ 
M*! 

□I 

$ 

‘ft 

Gi 

‘ft 

pi 

W; 

♦M 


M 

<SS- 

$ 

& 


i 

P 


^D. 


9 


LIETMAN 


page  9 

PT  # 

COMPOUND s WR6026 

oi 

PROTOCOL  t  DAMD  17-85-C-5133- 

03 

HEMAT0L08Y  VALUES 

Laboratory i  JOHNS  HOPKINS  HOSPITAL 

Screen 

Predrug  Predrug 

Postdrug 

— • 

1  3 

4 

5 

JSluiik  till)*. lii 

oSlbllh 

AllkLllL 

NORMAL  ddmmmyy 

ddmrnmyy  ddmmmyy 

ddmmmyy 

ddmmmyy 

-4500-11000 


4. 50-5. 90 


13.  9-16.  3 


-41. 0-53.  0 


150-350 


Bands  2-6* 


Poly*  31-76* 


1-4* 


Eos 


Bas 


Lymphs  £4-44* 


5660 


l.fc 


/4-4 


4^-4 


3C-4 


0 


54 


s. 


0 


4C 


cL 


C 


6  ^  6  0 


4.05 


13. 7 


4  i.C 


Af.  | 


.5 


45 


/ 


5  S’ CO 


G 


l.6o 


All 


6c  cc 


55C 


140 


/4  -  T  /5  4- 


.7 


aH  a«5 


INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND :WR6026 

LIETMAN 

£  —  U> 

F  M  L 

01 

PROTOCOL :DAMD  17-85-C-5133- 

03 

NORMAL 


4500-11000 


4. 50-5. 90 


13. 9-16. 3 


41. 0-53.  O 


150-350 


2-6% 


31-76% 


1-4% 


HEMATOLOGY  VALUE8 

Laboratory:  JOHNS  HOPKINS  HOSPITAL 


Postdrug 

7 

l-iJjrlil: _ _ _ _ 

ddmmmyy  ddmmmyy  ddmmmyy  ddmmmyy  ddmmmyy 


fee  0 


15  $L 


‘XU: 


V  ,**  i  HVti’  rriViVf  »*m 


Dago  11 

!  INVESTIGATOR’ S  NAME. !  PT  INITIAL i  PT  #  COMPOUND:  WR&026 


L1ETMAN 


.£  iO 

F  M  L 


|  PROTOCOL  :  DAMD  1 7-85-C-5 l 33- 


URINALYSIS  VALUES 

Laboratory:  JOHNS  HOPKINS  HOSPITAL 


i  Sp.  Gt- 


pH 


Prot  ein 


Glucose  ! 


i  Ket  ones 


Bii 


'  ucc.  t?  1  d 


j  Cast / 1 pf  j 


WBC/hpf 


!  RBC/hpf 


Epi . /hpf 


Crys/hpf 


Bact /hpf 


Date  Time 
ddrnrnmyy  0-2400 

Q2IuLlU  IL'iC 


Screen  Predrug 
1 

zl_ 

j  ddrnrnmyy  ddrnrnmyy 
- 

!!  I.C  !  I. C3  A. 


Postdrug 

5  7 


1  (o-C 


/w 


I 

tie* 

|  /Jfj) 
C 


ctJuliL  |  iiikli  LLlalJL 


ddrnrnmyy  j  ddrnrnmyy  J  ddrnrnmyy  j 


I GH-  !  /■£/?  !  /,i 


?-C'  .  |  ?.< 


I  -j  I 

j _ L-T-.i 


/Wc 

I 

LJ 

1  t 

N 

ft? 

i  /Oe 

! 

1 

| 

I  A) 

/ 

Iff; 

!  /O  c 

Neq 

L_Ai 

/ 

j  /OF 

A/,4 

i  / 

i  Ai-Q 

1  ,  , 
l\j  ' 

ELECTROCARDIOGRAM 

ABNORMAL  Describe  abnormal  it les 


NORMAL  ABNORMAL 
check  check 


i 

& 

Wii 

Kyiy , 
EwI 

KyiV 


m 


rw 


o-?Tu. 


CISC 

c?5< 

T\j  q  y£( 


jOlu&l 

Li  rv 


u  ->(■  Li  <♦  /<>  r  > 


»{VfV 

«Jyfy 


INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND :WR602& 

LIETMAN 

£.  —  vC1 

F  M  L 

C/ 

PROTOCOL :DAMD  17-85-C-5 133- 

OS 

ADVERSE  EXPERIENCES 

check  if  none  occurred  & 


ADVERSE 

EVENT 


L  Of/ 


dd  mmm  yy  Mild  DEF. 


(0-2400)  (0-2400)  Mod  POSS. 


dd  mmrn  yy 

dd  mmrn  yy 

(0-2400) 

(0-2400) 

COMMENTS  (Indicate  #  and  event) 


REL’N  TO 
TEST  DRUG 

ACTION 

(Check) 

□ 

DEF. 

None 

□ 

PROB. 

S( 

□ 

POSS. 

Treatment 

□ 

DEF.  NOT 

□ 

□ 

UNKNOWN 

Stop  test 
drug 

□ 

□ 

DEF. 

None 

□ 

PROB. 

□ 

□ 

POSS. 

Treatment 

□ 

DEF.  NOT 

□ 

□ 

UNKNOWN 

Stop  test 
drug 

IiVi,i 

1 


IS 

§ 

$ 

$ 


m 

1 

m 


W 

0 

f  «i*i 

II 

Ifif 

m 

p 

kVA 

M 

W 

m 

m 

IrftV 


m 

U 

Hi 

Xv 

toft 

§ 

fe: 


V‘4 


□□□□□□□□ 


I  *  » l  *  t  '  «  % 


'1 

4 
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INVESTIGATOR’S  NAME  PT  INITIAL  PT  #  COMPOUND:  WR6026 


LIETMAN 


f-  ""  l U 
F~  M  L  0/ 


PROTOCOL :DAMD  17-65-C-51, 

03 


OUTCOME 

(To  be  completed  for  all  subjects) 


0 

Protocol  completed 

ddmmmyy 

□ 

Premature  termination  of  protocol 

ddmmmyy 

REASON  FOR  PREMATURE  TERMINATION 
(Check  appropriate  category) 

Adverse  Experience 

Died  During  Study 

Failure  To  Return  For  Follow-up 
Did  Not  Cooperate 
Protocol  Violation 
Entry  Violation 
Intercurrent  Illness 
Administrat ive/Other 

If  terminated  early,  explain  briefly: 


1 

ZB 

i 

i 

% 


II 


i 


b 

if 

iM 

>1^' 

[$«: 


fcXl 

m 

m 

||$i 

it 


At 
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INVEST I BATOR’  S  NAME 

PT  INITIAL 

PT  # 

COMPOUND:  WR60S6 

LIETMAN 

0_  ~Z_  \ \j_ 
F~  M  L 

ol 

PROTOCOL :DAMD  17-85-C-5133 

03 

CONCOMITANT  MEDICATIONS 


DRUG  NAME 

TOTAL 

DAILY  DOSE 

DATE 

STARTED 

DATE 

STOPPED 

hppxi  m  4  1  uih 

H^EH 

vc  Ji  i  7' 7- 

COMMENTS 

(please  date  and  sign  all  comments) 


96 


r 


page  1 


INVESTIGATOR’S  NAME  PT  INITIAL  PT  #  COMPOUND s WR6026 


LIETMAN 


_  PROTOCOL sDAMD  17-85-C-5133- 

Cl_  03 


Study  Date' 
Day  ddmmmyy 


Screening  laboratory 


History,  Physical  Exam 


Admission 


Drug  Administrat ion 


I  certify  that i 

1)  I  have  carefully  examim 
forms,  consisting  of  _ 


ined  all  entries  on  the  data  collects 
_ _ pages,  for  subject  _ . 


S)  All  information  entered  onto  the  data  collection  forms  for 
this  subject,  to  the  best  of  my  knowledge,  is  correct. 


_ mMLl 

Invest igatoy 


D. 

signature 


K'iteyRi 

dd/mmm/yy 


rW 

if 


% 

|VI> 

*!•«' 


ft 


S 

| 

* 

Kt 

i 

VV 

% 

$ 

:# 

i.Vn 


i **.*'»,> 4  Ki 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND tWR60£6 

LIETMAN 

£  k  ±L 

F  M  L 

Ok 

PROTOCOL xDAMD  17-85-C-5 133- 

OS 

Date  of  evaluation  !£/ 

dd  mmm  yy 


MEDICAL  history 

%  C  Examin 


Date  of  birth 

Age 

Sex 

Race 


dd  mmm  yy 
_2^§_yrs 

& 


A1 lergy 


Tobacco  Use 


Alcohol  Use 


Recreational  Drug  Use 


Medications  past  2  weeks 


Experimental  Drug  Exposure 


Blood  or  olasma  donor 


Prior  Surgery 


Eye,  ear,  nose,  throat 


Endocrine(diabetes, thyroid) 


C-V  (heart  murmur,  HBP) 


Pulmonary  (cough, asthma) 


Hepat it  is, gastro- intest inal 


Ben i t  o-ur i nary 


Muscu 1 oske 1 et  a 1 


Neuropsych i at  r i c 


Other 


P-4 

iner 


print  i* 


Yes  Comments 


3  men  ^As  ( lQc 


(£iu.t  (s- 
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INVEST I BATOR* S  NAME  PT  INITIAL  PT  #  COMPOUND I WR60S6 


LIETMAN 


£•  L  M  j  PROTOCOL i DAMD  17-B5-C-5133- 

0  &  03 


PHYSICAL  EXAMINATION 

Date 

dd  mmm  yy 


Pulse 

Blood  Pressure 

Height  (cm) 

Wt. (kg) 

3  5".  9  c 

J_  ^/min 

L  J2  El' 1. 

Till 

ESS1 

GENERAL  EXAMINATION! 

(check) 

Nor. 

Abn. 

Provide  details  of  abnormalities 

Head/Neck 


EENT 


Chest, lungs 


NORMAL  V  ABNORMAL  Describe  abnormal it iesi 


INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND :WR6026 

LIETMAN 

£  LB. 

F  M  L 

PROTOCOL :DAMD  17-85-C-5133- 

03 

MEDICATION  RECORD 


STUDY:  WR6026 


Start  drug  admin¬ 
istration  <0-2400) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

0609, 

w.A  • 

PO 

nju m 


•jrjr 
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LIETMAN 


PT  # 

COMPOUND :WR£02£ 

01 

PROTOCOL :DAMD  1 7-85-C-51 33- 

03 

MEDICATION  RECORD 


STUDY:  WR6026 


2  HJJ  s 


End  drug  admin¬ 
istration  (0-2400) 

Route 

Mfl. 

PO 

^  'A'Vv| 

DOSAGE 

(total)  ^ 

PLASMA 

CONCENTRATIONS 

page  2 

9— 


Sample | Schedule  Date  Scheduled  Actual  I CWR6026D 

Time  ddmmmyy  Clock  Time  Clock  Time 
(hours)  (0-2400)  (0-2400) 


24.  0 


36.0 


48.  0 


60.  0 


72.  0 


84.0 


96.  0 


/SJulH  <9. 


He  3  id  % 


0%lr 


r  y  r  ') 


0 


3  00  3 


C203l 


r<r  )  s 


r-  cc  r~ 


r  ?  r  '■ 

'»  C 


■g  1  obiri 


' , V  I  V  4 •  H,)1  *. A, ■ 


V>  i  *Y>Y< 


INVESTIGATOR’S  NAME  PT  INITIAL  PT  # 


COMPOUND i WR6026 


LIETMAN 


STUDY sWR6026 


^  PROTOCOL : DAMD  17-85-C-51 33- 

QJL  03 


URINE  CONCENTRATIONS 


f4JUU  OHOSl 


End  drug  admin¬ 
istration  (0-2400) 

Route 

KJ.A  - 

PO 

DOSAGE  (total)  j & 

URINE  CONCENTRATIONS 


CistsPj. _ 


Sample  Scheduled  Start  Collection  End  Collection  Total 

No.  Collection  Time - - -  Vol  ume  I  CWR60261 

(hours)  ddmmmyy  0-2400  ddmmmyy  0-2400  (ml) 


-24  TO  -12 


-12  TO 


O  TO  12 


12  TO  24 


24  TO  36 


36  TO  48 


48  TO  60 


60  TO  72 


72  TO  84 


84  TO  96 


/3  •J'u.lSL 


i£fulU 


% 

m 

i 

Riil 

MfJXLl  £oco 


U  t%oc 


Q>  .03  MiH 


2  cc  c  Q,(i  C 


mo 


igrJtfe I  /33( 1  0.0‘OOH 


Ji 


i  fcJici  miooo 


)L  3i 


M3 


/tTulU  Zoo c 


czcn 


n-JJ  5c  oo 


0  2cc 


8^  \aocc 


0£ct  nzc 


INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND : WR6026 

LIETMAN 

L  L  Ji 

F  M  L 

OX 

PROTOCOL : DAMD  17-85-C-5133- 

03 

CHEMISTRY  VALUES 

Laboratory s JOHNS  HOPKINS  HOSPITAL 


TEST: NORMAL 
NA: 135-148  MEQ/L 
K:3. 5-5. 0  MEQ/L 
CL: 96-109  MEQ/L 
COS : 24-30  MEQ/L 


Screen 

£3I*llk 

ddmmmyy 

jHH 

4/ 

ii  i 

*5 


Predrug 

1 

LhlkU& 

ddmmmyy 


Predrug 

2 

L'dlzLIk 

ddmmmyy 


Postdrug 

4  5  Day 

f  LLXaiEh  Date 

ddmmmyy  ddmmmyy 


N< 
y.  / 
/ay 

2  V" 


SUN: 12-25  MG/DL 

h 

n 

/  0 

/2- 

/r 

CREAT:0.  4-1.5  MG/DL 

13 . 

iy 

Of 

A  ^ 

/,  2- 

GLU:70-1 15  MG/DL 

be 

rv 

10 

7  0 

T. BILI :0. 3-1. 2MG/DL 

0.3 

03 

&.(o 

<?.  / 

D. BILI lO. 1-0. 4MG/DL 

0.0 

0-0 

OJ 

(9.  7 

<?.  2- 

CA:9. 0-11.0  MG/DL 

°\  A 

£7 

u 

/^/ 

/'  -> 

P04.-3.  0-4.  5  MG/DL 

M 

It 

1  7 

5.  ^ 

y.  <? 

URIC  A:4. 2-8.  8MG/DL 

IS 

r.</ 

XO 

r.y 

^7 

T.  PR0T«6. 0-8. 5G/DL 

63 

rr 

CY 

0-1 

6-r 

ALB.  13.2-5.3  G/DL 

Mb 

?r 

i-  7 

Y  Y 

y  2- 

AST i0-35  IU/L 

34 

53 

zi 

iy 

33 

ALT: 0-30  IU/L 

lip 

/I 

2-2~ 

2-0 

ALK  PHOS l 0-95  IU/L 

43 

r/ 

{/-<S 

CHOL: 151-268  MG/DL 

/40 

/n 

py 

f(cY 

LDH: 0-200  IU/L 

t¥Y 

,/^r 

/vx- 

/It 

CPKiO-160  U/L (male) 

STD 

(ilf 

tit. 

2T3 

2 uyr 

T0 *20-1 90  MS/DL 

(t> 9 

(ff 

yr 

& 


i 


& 

r*v 

y* 


S‘| 

'I 

aft 

OP 


y 

EM 


LIETMAN 
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T  INITIAL  PT  #  COMPOUND IWR6026 


£  L  u 


CHEMISTRY  VALUES 

Laboratory! JOHNS  HOPKINS  HOSPITAL 


PT  # 

COMPOUND i WR6026 

ca 

PROTOCOL sDAMD  17-85-C-51 33- 

03 

TEST i NORMAL 
NAt 135-148  MEQ/L 
K 1 3.  5-5.  O  MEQ/L 
CL t 96— 109  MEQ/L 


COS: 24-30  MEQ/L 


SUN: 12-25  MG/DL 


CREAT:0. 4-1.5  MG/DL 


GLU : 70—1 15  MG/DL 


T. DILI :0. 3-1. 2MG/DL 


D. BILI ! 0. 1-0. 4MG/DL 


CAi9. 0-11.0  MG/DL 


P04i3. 0-4.5  MG/DL 


URIC  Ai4. 2-8.  8MG/DL 


.  PROT 1 6. 0—8.  5G/DL 


ALB.  13.2-5.3  G/DL 


AST *0-35  IU/L 


ALT * 0-30  IU/L 


ALK  PHOSiO-95  IU/L 


CHOL* 151-268  MG/DL 


LDH* 0-200  IU/L 


CPKiO-160  U/L (male) 


TG i 20- 190  MG/DL 


Postdrug 
7 

l(1±LRl _ Da 

ddmmmyy  ddmmmyy  ddmmmyy  ddmmmyy  ddmmmyy 

_w _ 

_ 

/OJ _ 

'Ll _ 

H _ 

/.  J _ 

7/ _ 

_ 

OJ _ _ 

fOr^ _ 

_ 

rr _ 

7.3 _ 

_ 

_ 

2"? _ 

<r> 


17  V 


6  V 


LIETMAN 


Bands  2-6* 


Polys  31-76* 


1-4* 


Eos 


Bas 


Lymphs  24-44* 


Atyp  Lym 


Monos  2-11* 


Other 


Met  hem. 


PT  # 

COMPOUND :WR6026 

03. 

PROTOCOL  I DAMD  17-85-C-5 133- 

OS 

HEMATOLOGY  VALUES 

Laboratory t  JOHNS  HOPKINS  HOSPITAL 

Screen 

Predrug 

Predrug 

Postdrug 

1 

3 

4 

5 

lUlaLZk 

(  f~Tu  1 

ib&in 

NORMAL  ddmmmyy 

ddmmmyy 

ddmmmyy 

ddmmmyy 

ddmmmyy 

4500-11000 


4. 50-5. 90 


13.  9-16. 3 


41.  0-53.  0 


150-350 


3&D0 


4,^5 


4SL 


2  5*3 


4/ 


0 


10 


0 


/OfJ 


ItbO 


3 1 


n-i 


n* 


zZT 


2^ 


/ 


0 


<t(r 


O 


7P50 


(Cic 


</f.  </ 


21  X 


6 


/ 


77  6^  77c>c7 


5~.9<b 


/r-r 


507 


4 


3f 


y,  9* 


/T- 


C 


.'7 ;  y<  vi  * 


■ .  *’v  =•  W*V»’i 


INVESTIGATOR’S  NAME  PT  INITIAL  PT  # 


COMPOUND :WR60£6 


L  L. 

j± 

OX 

PROTOCOL : DAMD  17-85-C-5133- 

LIETMAN 

F  M 

L 

03 

HEMATOLOGY  VALUES 

Laboratory:  JOHNS  HOPKINS  HOSPITAL 


WBC 


RBC 


Hgb 


PCV 


Pit 


Bands 


Polys 


Eos 


Bas 


Lymphs  24-44% 


NORMAL 


4500-11000 


4.  50-5.  90 


13. 9-16. 3 


41. 0-53.  O 


150-350 


2-6% 


31-76% 


1-4% 


Atyp  Lym 


Monos 


Oth«r 


Postdrug 

7 

IIM& _ _ _ _ 

ddmmmyy  ddmmmyy  ddmmmyy  ddmmmyy  ddmmmyy 


rf<(o 


irf 


3 


n 


o 


/ 


to 


o 


2-11% 


A  etAe*n, 


-9 


INVESTIGATOR’S  NAME 

PT  INITIAL  PT  #  j COMPOUND:  WRSOSfc 

lietman 

C  H  i PROTOCOL :DAMD  17-80-C-5133- 

F  M  L  |  0  5L  |  03  ; 

1  I  •  -  • 

URINALYSIS  VALUES 

Laboratory:  JOHNS  HOPKINS  HOSPITAL 


Screen  Predrug 
1 


Post drug 

5  7 


[[STJ  SC 


ms 


mmum 
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INVESTIGATOR’S  NAME  PT  INITIAL  PT  #  COMPOUND : WR602S 


LIETMAN 


.  PROTOCOL :  DAMD  1 7-85-C-51 33- 

VcL  03 


ADVERSE  EXPERIENCES 

check  if  none  occurred  *=6?^ 


ADVERSE 

EVENT 


u>d 


jr  Es 


dd  mmm  yy 

dd  mmm  yy 

(0-2400) 

(0-2400) 

SEVERITY 

(Check) 

REL’N  TO 
TEST  DRUG 

ACTION 
(Check ) 

□ 

□ 

X 

Mild 

i 

DEF. 

□ 

PROS. 

N<4ne 

X 

k 

□ 

Mod 

POSS. 

□ 

DEF.  NOT 

Treatment 

□ 

□ 

□ 

Sev 

UNKNOWN 

Stop  test 
drug 

□ 

□ 

□ 

Mild 

DEF. 

□ 

PROS. 

None 

□ 

□ 

□ 

Mod 

POSS. 

□ 

DEF.  NOT 

Treatment 

□ 

□ 

□ 

Sev 

UNKNOWN 

Stop  test 
drug 

COMMENTS  (Indicate  #  and  event) 


I'.S'.'f 


i® 

W 

m 


m 


m 

(®K> 

&*; 


m 

K 


m 

up 

m 


i 

i»M{ 


K.!vM 


i  ,V»st  i.l'M* #.*'U 
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INVESTIGATOR’S  NAME  PT  INITIAL  PT  #  COMPOUND:  WR6026 


LIETMAN 


fi  L  H  \  PROTOCOL :  DAMD  17-85-C-5133- 

0 ^  03 


OUTCOME 

(To  be  completed  for  all  subjects) 


Protocol  completed 


Premature  termination  of  protocol 


REASON  FOR  PREMATURE  TERMINATION 
(Check  appropriate  category) 

Adverse  Experience 

Died  During  Study 

Failure  To  Return  For  Follow-up 

Did  Not  Cooperate 

Protocol  Violation 

Ent  r y  Violation 

Intercurrent  Illness 

Administrat ive/Other 


If  terminated  early,  explain  briefly: 


ddmrnmyy 


ddmmmyy 


m 

m 


15$ 

m 

Jv» 

pi* 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND:  WR&0S6 

LIETMAN 

L  L  it 

F  M  L 

SSL 

PROTOCOL :DAMD  17-85-C-5133 

03 

CONCOMITANT  MEDICATIONS 


DRUG  NAME 

TOTAL 

DAILY  DOSE 

DATE 

STARTED 

DATE 

STOPPED 

junfi.Vtn  A'luik 

/i  rj  8  c 

iLtiiM. 

} 

COMMENTS 

(please  date  and  sign  all  comments) 


110 


r«art.i ■  « 


page  1 


INVESTIGATOR’ S  NAME  PT  INITIAL  PT  #  COMPOUND : WR60S6 


LIETMAN 


PROTOCOL i DAMD  17-85-C-5133- 

03 


V*wt’ 

|>M*. 


PROTOCOL 


Study  Date' 
Day  ddmmmyy 


Procedures 


Screening  laboratory 


,0JLl|6£>  History’  P^y«i<=al  Exam 


|<CTul8fc 


3  ll JutB4  Drug  Administration 


R&' 


ft 

$ 

ft 


m 

I 


m 


I  certify  that i 

1)  I  have  carefully  examined  all  entries  on  the  data  collection 

forms,  consisting  of  /4- _ pages,  for  subj  •et  «_03_ _ . 

2)  All  information  entered  onto  the  data  collection  forms  for 
this  subject,  to  the  best  of  my  knowledge,  is  correct. 

_ _ M.  D.  (§_/ 

Investigator's  signature  dd/mmm/yy 


f.Vi*, 

|»H 
**,••*: 
ft  I 

m 


VtVi  I 

,»/»*?  I 

»0 

i 


»vwn 


,ll  t  i 

m 

i 

m\ 

M\ 
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INVESTIGATOR’S  NAME  PT  INITIAL  PT  #  COMPOUND t WR60S6 


LIETMAN 


PROTOCOL jDAMD  17-85-C-5133- 

03 


MEDICAL  HISTORY 


Date  of  evaluation 

dd  mmm  yy 


Date  of  birth 


Race 


A1 lergy 


Tobacco  Use 


Alcohol  Use 


3CVfl££/5S 

dd  mmm  yy 
_2J_yrs 

JL- 


Recreational  Drug  Use 


Medications  past  £  weeks 


Experimental  Drug  Exposure 


Blood  or  plasma  donor 


Prior  Surgery 


Eye,  ear,  nose,  throat 


Endocrine (diabetes, thyroid) 


C-V  (heart  murmur, HBP) 


Pu 1 monary  (cough , ast hma ) 


Hepatitis, gastro- intest inal 


Beni to- urinary 


Musculoskeletal 


Neuropsych i at  r i c 


Other 


Examiner 


print  name 


No  Yes  Comments 


y  bn 


>V  i' 


*■ 


,‘YvV 


page  3 

INVESTIGATOR’  S  NAME  PT  INITIAL  I PT  #  I  COMPOUND! WR6026 


LIETMAN 


r_  £_ 

F  M  L  0  3 


PROTOCOL i DAMD  17-85-C-5133- 

03 


Temperat  arc 


PHYSICAL  EXAMINATION 

Date  Lf/JifX/ Jj? 
dd  mmm  yy 

Pulse  Respir  Blood  Pressure  Height  (cm)  Wt.  (kg) 

2)  Q/min  Ji  ^_/ min  J_  £_  Q_  ./£%•_  1  T.  00 2 1..  c_ 

GENERAL  EXAMINATION! 

>ior.  |Abn.  I  Provide  details  of  abnormalities 


Head/Neck 

EENT 

Chest, lungs 

Heart  K" 

Abdomen 

Genital ia 

Rectal 

Extremities 

Skin 

Neurologic 


Nor. 

Abn. 

-X 

v" 

K 

z 

l/ 

lou/h  -  H 

koA/i  flli/dj 

jjarn  ■+  Iq/)C' 


hJd-~t)o-ni 

OlKOU/TU) 


■  WsjjOAULkmuO  y  '  A. 73*71/}  jp/VM  <U$£LM£mMdL  {^j 

A  3r*  /Vgl°  r^m  rt£/r)u#i?  7jax<yvn4. 

StOTU  (y  teuxr  fKertxy  ^r»mreAJ/7tTlro.c*.frKiJScu 

lilCJLAS  Jn/rrwe/e*  ti/Tt .  A.U  JcLl'f  Sifi  ^  LuQ 


CHEST  X-RAY 
Date 


NORMAL  y  ABNORMAL  Describe  abnormalities! 


Exami 


ner Ixit  i  ^  "  •’  y 


Dn_5.G. 

print  name 


K< 

ft 

ft 


| 

! 

J 

1 

I 


I 

& 


Kt 

I 

I 


A 

eR 

I 

* 

Blf 

i 


V* 


i 


~.v 
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LIETMAN 


STUDY:  WR6026 


PT  # 

COMPOUND :WR60£6 

03 

PROTOCOL tDAMD  1 7-85-C-51 33- 

OS 

MEDICATION  RECORD 


Study 

Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0-£400) 

End  drug  admin¬ 
istration  (0-£400> 

Route 

$ 

o 

j/'J  uj 

o?ss~ 

/l J.fl 

PO 

^3C.\C>uJ  p\^aSCX\|  ‘tse.rVb  ^  *i  W 


DOSAGE  (total)  J2L L 

PLASMA  CONCENTRATIONS 


Sample  Schedule  Date 
No.  Time  ddmmmyy 
(hours) 


0 

O.  £5 
O.  50 
O.  75 
1.0 
1.  £5 
1.  50 
£.  O 
£.5 
3.  0 

3.  5 

4.  0 

5.  0 


wjk  /  $i> 

MlJid 

'/j-JtJ 
ell'JuJ  lf£> 
arful  u 
jitJU 
atJul  %(o 
SlJui  U 
SiTulU 
a  i  Ou/.^ 
at  Jut  % 
ai  j  ut 
2/SiJXL 


Scheduled 
Clock  Time 
(O— £400) 


07/ 

Qtj 

m 

Mu 


Act  ual 
Clock  Timf 
(O— £400) 


CWR60263 


8.  0 


10.  0 


12.0 


3/^u/?6 


ZlTu! 


to  Til  ft 


g 1 ob^n 


INVESTIGATOR’S  NAME  PT  INITIAL  PT  # 


COMPOUND :WR6026 


_ 

LIETMAN 

mt 

BUI 

03 

PROTOCOL sDAMD  1 7-85-C-51 33- 

03 

MEDICATION  RECORD 


STUDY s  WR6026 


Study 

Day 

Date  ’ 
ddmmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

Bott le 
I.  D.  # 

3 

ll'Tui 

osa  5 

/U.  A. 

PO 

DOSAGE  (total)  AQ.1 

\?>eAc  { 

PLASMA  CONCENTRATIONS 

page  2 


Sample 

No. 


Schedule 

Time 

(hours) 


Date 

ddmmmyy 


Scheduled 
Clock  Time 
(0-2400) 


Actual 
Clock  Time 
(0-2400) 


CWR60263 


MlTtlieiiHj 
giobi  n 
X 


24.  0 


22JM 


09QS 


06^5 


15.0 


36.  O 


22JJ& 


iLQA5 


3.0  3 


0.0 


48.  O 


o&^s 


OB  35 


60.  O 


233UU 


3035 


3143- 


72.  O 


0835 


0838 


84.  O 


2$jJU 


30^5. 


3033 


96.0 


ZSJJM. 


083-5 


0635 


44 


•  *  •***  •*#*•****  Si*i  *  «' 


i  l.t  (.«  I,#  «.l  |J 


page  & 


INVESTIGATOR’S  NAME j PT  INITIAL  PT  #  COMPOUND :WR60£6 


M0  - 


LIETMAN 


STUDY  t  WR6026 


03 


URINE  CONCENTRATIONS 


PROTOCOL i DAMD  17-85-C-5133- 

03 


Study 

Day 

Date 

ddmmmyy 

Start  drug  admin- 
i st  rat i on  ( 0-2400 ) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

3 

21-TuA  Vo 

0 fc36 

*J  A 

PO 

Bott le 
I.D.  # 


Sampli 

No. 


DOSAGE  (total)  Jfo 
URINE  CONCENTRATIONS 


Scheduled  Start  Collection  End  Collection  Total 

Collection  Time  - - -  Volume  CWR60263 

(hours)  ddmmmyy  0-2400  ddmmmyy  0-2400  (ml) 


U01 

-24 

TO 

-12 

U02 

-12 

TO 

0 

U03 

0 

TO 

12 

U04 

12 

TO 

24 

U05 

24 

TO 

36 

U06 

36 

TO 

48 

U07 

48 

TO 

60 

U08 

60 

TO 

72 

U09 

72 

TO 

84 

U10 

84 

TO 

96 

•%(c  OU  o  foOultt 


'&  1 

mm 

II 

3] 

m 

0%  oo 

OVo  t>  /o45 


Z-tfUft, 


fzJulftt  £>£oo 


22.3  20  00 


Z3  3M  2roo 


3ui^ 


£oot> 


ZCVD 


t)Zoo 


2ZXlVp  \  2oOO  132$ 


Jkl%  0605  3 /so 


XI  2/00 


XJ<d  0635  /*Q5 


XI  %  2000  Ite  0 


wmmm 


imjmjjulijw  w  w  w  itm  jHJWJuusHwiwm  v. t 


R 


1 


S 


1 


P 


e 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND SWR6026 

LIETMAN 

03 

PROTOCOL sD AMD  17-85-C-5133- 

03 

CHEMISTRY  VALUES 

Laboratory! JOHNS  HOPKINS  HOSPITAL 


Screen 


Predrug 

1 


Predrug 

2 


Postdrug 
4  5 


TEST: NORMAL 

ddmmmyy 

ddmmmyy 

ujjj.iL 

ddmmmyy 

Z+JnUL 

ddmmmyy 

zjJulM 

ddmmmyy 

NA:  135-148  MEQ/L 

/4A 

/to 

/4A 

/43 

/4a 

K:3. 5-5.  0  MEQ/L 

4°l  . 

4.C) 

3.1- 

4.3 

4.fc 

CL: 96- 109  MEQ/L 

10  8 

/o9 

IDS 

IK 

i08 

COE: 24-30  MEQ/L 

<2  0 

96  . 

JO 

19 

1 9 

SUN: 12-25  MG/DL 

sto 

/S" 

16 

M 

/5 

CREAT:0.  4-1.5  MG/DL 

/.SL 

o.* 

1.0 

0.9 

0.9 

GLU: 70— 1 15  MG/DL 

9* 

70 

69 

40 

£0 

T. DILI :0.  3-1. 2MG/DL 

ft  5 

O.J 

OX 

0 » 

05 

D. BILI :0.  1-0.  4MG/DL 

0.  I 

0. 1 

0.  1 

0,/ 

0.0 

CA: 9. 0-11.0  MG/DL 

/  0 .  0 

n 

9.5 

9.7- 

9.4 

P04:3. 0-4.  5  MG/DL 

3.1 

J.6 

3.5 

3,6 

URIC  A: 4. 2-8.  8MG/DL 

9.4 

7.4 

7.5 

T.  PROT : 6. 0-8.  5G/DL 

9*.  8 

7.  ( 

7* 

7.5 

ALB. :3. 2-5. 3  G/DL 

4-8 

4,4 

4.5. 

/U.D. 

4.7- 

AST: 0-35  IU/L 

c20 

/4 

53 

53 

57 

ALT: 0-30  IU/L 

1 

3- 

lb 

ID 

n 

ALK  PH0S:0-95  IU/L 

53 

45 

4X 

49 

CHOL: 151-268  MG/DL 

190 

HI 

in 

fi2 

/97 

LDH: 0-200  IU/L 

/5/ 

Kl 

,/4T 

/9g 

llo 

CPK:0-160  U/L (male) 

585 

33$ 

*/3 

*00 

TG:20-190  MG/DL 

Ik* 

loX. 

(pZL 

Day 

Date 


117 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND :WR6026 

LIETMAN 

miff 

liii 

03 

PROTOCOL sDAMD  17-85-C-5133- 

03 

CHEMISTRY  VALUES 

Laboratory tJOHNS  HOPKINS  HOSPITAL 


Postdrug 

7 


TEST i NORMAL 

ZSLdlL 

ddmmmyy 

1  U 

ddmmfnyy 

ddmmmyy 

ddmmmyy 

ddmmmyy 

NA: 135-148  MEQ/L 

wm 

(Ob 

Ks3. 5-5. 0  MEQ/L 

3.8 

Ifll 

CL 196-109  MEQ/L 

IOG 

Vb 

C02: 24-30  MEQ/L 

kz 

WIM 

SUN: 12-25  MG/DL 

10 

CREAT:0.  4-1.5  MG/DL 

1.0 

m 

GLU : 70—1 15  MG/DL 

-/  (0 

wm 

T. DILI :0„ 3-1. 2MG/DL 

0. 7 

0  3 

D. DILI : 0. 1-0.  4MG/DL 

fo.b- 

0-! 

CA: 9.  0-11.0  MG/DL 

mm 

WKM 

P04i3. 0-4.  5  MG/DL 

3.1 

wm 

URIC  A*4. 2-8. 8MG/DL 

mm 

119 

T.  PROT16.  0-8.  5G/DL 

11 

/vb 

ALB.  *3.2-5.  3  G/DL 

4  8 

43 

AST* 0-35  IU/L 

4| 

IX 

ALT *0-30  IU/L 

mm 

mm 

ALK  PHOSiO-95  IU/L 

4b 

mm 

CHOLi 151-268  MG/DL 

mm 

tC 

LDHi 0-200  IU/L 

ZOj 

1 

CPKtO-160  U/L (male) 

mm 

TG 120-190  MG/DL 

lob 

RH 

Day 

Date 


118 


j  «r-vi  m'j’m  w  *  m  u.  w  tM-M  u  M  *  n  V  K  M-T  N  *4  *»T 


?!» 
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INVESTIGATOR*  S  NAME  PT  INITIAL  PT  #  COMPOUND s WR6026 

~^3  ~  F~~~  PROTOCOL  i  DAMD  17-fi 


LIETMAN 


F  M  L 


P  ROTOCOL  t  DAMD  17-B5-C-5133- 

03 


HEMAT0L08Y  VALUES 

Laboratory!  JOHNS  HOPKINS  HOSPITAL 


TEST  NORMAL 

WBC  4500-11000 

RBC  4. 50-5. 90 

Hgb  13.9-16.3 

PCV  41.0-53.0 

Pit  150-350 

Bands  2-6* 

Polys  31—76* 

Eos  1-4* 

Bas 

Lymphs  24-44* 

Atyp  Lym 
Monos  2-11* 

Other 


Screen 

OtlUrLlL 

ddmmmyy 

(clOt 

jW 

)5r3 

44-<3 

33/ 

3 

32 

S 

0 

45 


Predrug 

1 

m Hu. 

ddmmmyy 

6406 

4-iJ 

/3-5 

40.1 

333 

11 


Predrug  Postdrug 

345  Day 

2d3llLk.  Dat  » 

ddmmmyy  ddmmmyy  ddmmmyy 


5  lot 

6000 

4-  37 

/4.f 

/+.t 

/3.S 

4/.? 

4s. 

&o 

44-2 

22£. 

3 

35 

3 

_A_ 

43- 

/ 

9 


.llQ 

£ 

/ 

/ 

43 

.5 

6 


s 

I 

P 


fiW 

H 

n 

i§ 

iVi*. 

i*‘i* 


f,*iY 

>/»«!* 

M 

ii 

r» 

$> 

5& 


w;< 

Li’/V, 

rift 

ItV*V 
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INVESTIGATOR*  S  NAME  PT  INITIAL  PT  #  | COMPOUND: WR6026 


LIETMAN 


TEST 


Bands 


Polys 


Lymphs  24-44J4 


Atyp  Lym 


Monos 


Other 


2-11S 


vjctf'jLin.  0-0  -  !-5 

G-6-PD  7.  4-9.  4 


ui  _r_  £. 

F  M  L 


PROTOCOL : DAMD  17-85-C-5133- 

03 


NORMAL 


4500-11000 


4. 50-5. 90 


13.9-16.3 


41. 0-53. O 


150-350 


2-6S 


31—76* 


1-454 


HEMATOLOGY  VALUES 

Laboratory:  JOHNS  HOPKINS  HOSPITAL 


Postdrug 

7  Day 

_ _ _ _ Date 

ddmmmyy  ddmmmyy  ddmmmyy  ddmmmyy  ddmmmyy 


4.-57 

II  7 
5  3-3 
304 


«»«  *»«  iik  4U  41. 


□  age  1 1 


INVESTIGATOR’S  NAME 

PT  INITIAL 

— 

PT  # 

COMPOUND:  WRB026  i 

I 

L I  ETMAN' 

_ _ . _ - _ — j 

V  -  f 

F  M  L 

_ 

03 

_ 

PROTOCOL :DAMD  1 7-80-C-5I 33- 

03  i 

1 

Sp.  G 


Protein 


Ketones 


Bill. 


WBC/hpf 


RBC/hpf 


Epi . /hpf 


Crys/hpf 


Bact /hpf 


URINALYSIS  VALUES 

Laboratory:  JOHNS  HOPKINS  HOSPITAL 


Screen  Predrug 


t£fttfi\l3JaLlk 

ddrnrnrnyy  ddrnrnrnyy  I  ddrnrnrnyy 


Post drug 


0 


o 


0-1 


0 


0 


ELECTROCARDIOGRAM 


Date  Time  NORMAL  ABNORMAL  Describe  abnormalities 
ddrnrnrnyy  0-2400  check  check 


Zl  Su/^lo 


Z4JuJ\k> 

c 

'zSSdlk 

\CKS0 

w  7 yjzm 

1  «0f 

v,  >  ‘sV.'YV'  1  tv  wn 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  ft 

COMPOUND :WR60£6 

LIETMAN 

UJ_  r_  £_ 

F  M~  L 

V2> 

PROTOCOL :DAMD  17-85-C-5 133- 

OS 

ADVERSE  EXPERIENCES 

check  if  none  occurred 


ADVERSE 

EVENT 

ONSET 

(Date/T ime) 

CESSATION 
Date/T ime 

SEVERITY 

(Check) 

REL’N  TO 
TEST  DRUG 

ACTION 

(Check) 

# 

/ 

t'JJ 

4  Ai  -r 

i 

li  2d.  'ik. 

dd  mmm  yy 

o  £.  ^ 

dd  mmm  yy 

& 

4li  Id 

□ 

DEF. 

□ 

PROS. 

M 

None 

□ 

□ 

□ 

(0— £400) 

(0—2400) 

Mod 

POSS. 

Treatment 

KJ 

DEF.  NOT 

■ 

□ 

□ 

□ 

1 

Sev 

UNKNOWN 

Stop  test 
drug 

a 

□ 

□ 

□ 

■ 

dd  mmm  yy 

dd  mmm  yy 

Mild 

DEF. 

None 

1 

□ 

■ 

PROS. 

■ 

□ 

□ 

□ 

■ 

(0-2400) 

(0-2400) 

Mod 

POSS. 

Treatment 

8 

□ 

■ 

DEF.  NOT 

□ 

□ 

□ 

— 

Sev 

UNKNOWN 

Stop  test 
drug 

COMMENTS  (Indicate  #  and  event) 


INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

LIETMAN  , 

(JO  -  F 

F  M  L 

03 

PROTOCOL :DAMD  1 7-85-C-51 33- 

03 


OUTCOME 

(To  be  completed  for  all  subjects) 


iSIullL 

Protocol  completed 

ddnirnr nyy 

□ 

Premature  termination  of  protocol 

ddmmmyy 

REASON  FOR  PREMATURE  TERMINATION 
(Check  appropriate  category) 

Adverse  Experience 

Died  During  Study 

Failure  To  Return  For  Follow-up 

Did  Not  Cooperate 

Prot  oco 1  V i o 1 at i on 

Entry  Violation 

Intercurrent  Illness 

Administrat ive/Other 


If  terminated  early,  explain  briefly: 


w* 

w 

IS!! 


m 

x*;> 

m 

u 


INVESTIGATOR’S  NOME 


PT  INITIAL 


PT  #  COMPOUND:  WRE026 


(X)_  P  PROTOCOL :  DAMD  17-S5-C-5133 

LIETMAN  F  M  L  0  3  03 


CONCOMITANT  MEDICATIONS 


TOTAL  DATE  DATE 

DRUG  NAME  DAILY  DOSE  STARTED  STOPPED 


COMMENTS 

(please  date  and  sign  all  comments) 


COMPOUND i WR6026 

LIFTMAN 

k  H  ft 

F  M  L 

Of 

PROTOCOL jDAMD  17-85-C-51 33- 

03 

PROTOCOL 


Study  Date' 
Day  ddmmmyy 


Procedures 


Screening  laboratory 


History,  Physical  Exam 


lW?t  Admission 


3  b)3vt\sdDruB  Pdmini*trat  ion 


I  certify  thati 

1)  I  have  carefully  examined  all  entries  on  the  data  collection 

forms,  consisting  of  __lA, _ pages,  for  subject  # _ 0^; _ . 

2)  All  information  entered  onto  the  data  collection  forms  for 
this  subject,  to  the  best  of  my  knowledge,  is  correct. 

7'p-ZZfcj  W.  D.  [h  0*£/i!e 

Investigator’s  signature  dd/mmm/yy 


VJ 


'it s. 


,'!t 

.•$ k 
Ityi 

m 

3 


INVESTIGATOR’S  NAME  PT  INITIAL  PT  # 


COMPOUND i WR6026 


k  tl  ik 

D+ 

PROTOCOL t DAMD  17-85-C-5133- 

LIETMAN 

F  M  L 

03 

Date  of  evaluat  ion  ,4£/5/Ju.J_^_k 

dd  mmm  yy 


MEDICAL  HISTORY 

Examiner 


Date  of  birth 

Age 

Sex 

Race 


U/M/fea 

dd  mmm  yy 


No  Yes  Comments 


A1 lergy 

Tobacco  Use 

/ 

h  ppt) 

Alcohol  Use 

/ 

1  hmldjoui _ 

Recreational  Drug  Use 

/ 

Medications  past  2  weeks 

/ 

Experimental  Drug  Exposure 

✓ 

X 

■+t>WroLnvur,io  yy^ 

Blood  or  plasma  donor 

V 

Prior  Surgery 

/ 

iijfTLbiXLAl  ^l^atTU  ID 

Eyet  ear,  nose,  throat 

y 

)  J  5 

Endocrine (diabetes,  thyroid> 

y 

C-V  (heart  murmur, HBP) 

y 

Pulmonary  (cough, asthma) 

s 

Hepatitis,  gastro-intest inal 

y 

Benito-urinary 

/ 

(r(V(r\  i q&i }  rc^biixrt  c  fc\j 

Musculoskeletal 

y 

Neuropsych i at  r i c 

n 

Other 


page  3 


INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND {WR6026 

LIETMAN 

t-_M.iL 

F  M  L 

PROTOCOL «DAMD  17-85-C-5 133- 

03 

PHYSICAL  EXAMINATION 

Date  /% \ 

dd  mmm  yy 


Temperature 

Pulse 

Respir 

Blood  Pressure 

Height  (cm) 

Wt.  (kg) 

,3.  k_-  d_  c 

_  ^/min 

J  iA/min 

_L  ( _ J2  iL 

o! 

• 

i 

yi 

i 

'-x>1 

_ t 

1 

£1.-5. 

GENERAL  EXAMINATION* 

(check) 

Nor. 

Abn. 

Provide  details  of  abnormal it ies 

Head/Neck 

V* 

SWlkj  hiMkeb  hafk  o»r\4.  Cen)ica_|  CkrpnS 

EENT 

y 

Eo^rS-  ^otam+vC  TH'S  £>L 

Chest, lungs 

v/ 

Heart 

k/ 

Abdomen 

v/ 

Genital ia 

Rectal 

Extremit ies 

Skin 

/ 

SCOJT^Vj^fVeV  l‘/&5 

ven,a:<:<  en-i  hacK  C>£ 

Neurologic 

CHEST  X-RAY 

Date 


INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND :WR60£6 

LIETMAN 

tr  M.  tt. 

F  M  L 

0+ 

PROTOCOL :DAMD  17-85-C-5133- 

03 

MEDICATION  RECORD 


STUDY t  WR6026 


St  udy 
Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

3 

DBiO 

/U# 

PO 

\vm  ,A.v 


DOSAGE  (total)  _ <DL 

PLA8MA  CONCENTRATIONS 


(>Drrg_ 


(hours ) 
O 


O.  25 


O.  50 


O.  75 


1.  25 


1. 50 


2. 


2.  5 


3. 


3.  5 


Scheduled 
Clock  Time 
(0-2400) 

Act  ual 
Clock  Time 
(0-2400) 

0$00 

0200 

o  %s6 

o^s 

oU o 

OMo 

CWR602&1  ftet+Hwao- 
■globa-yi 


2/J M 


2i<TM 


2 1%1  % 


D9  id 


0925 


oi 


1046 


0 

m 

% 

II 

■n 

10 


0925 


0  94© 


10 IV 


104 0 


0 


z/jun 


7ISJ  <0, 


e.  o 

VfulW 

10.  0 

mm 

12.0 

0 


0 


Ifc/D 


12 10 


l<g  -O 


3~i -*8 


510 


5*  Co 


%O.G 


*55.0 


Os  O 


G^.3 


02% 


15.5 


2>G.S 


6 


fUO 


AO/2  QM.\ 


Sf 

ifeS 


w 

e:‘» 

• »« 


I 


I 

I 


I®’1 

fife 

lw 

l«V! 


iW,'awi';w»w;¥? 


page  z> 


INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND :WR602£ 

LIETMAN 

F  M  L 

04 

PROTOCOL :DAMD  1 7-85-C-5133- 

03 

MEDICATION  RECORD 


STUDY:  WR6026 


Study 

Day 

Date  * 
ddmmmyy 

3 

2KRu|  U 

End  drug  admin¬ 
istration  (0-2400) 

Route 

tt.A. 

PO 

^  ^c^No  jO  Seva's, v  ^ s)  \ 

page  2 


DOSAGE  (total)  _ yy 

PLASMA  CONCENTRATIONS 


Sample | Schedule  Date  Scheduled  Actual  I LWR602S1 

Time  ddmmmyy  Clock  Time  Clock  Time 
(hours)  (0-2400)  (0-2400) 


^l.o  h  i  n 


INVESTIGATOR’S  NAME 

PT  INITIAL 

LIETMAN 

L  £1  it 

F  M  L 

M  L  l  m _ 

URINE  CONCENTRATIONS 


page  6 


PROTOCOL »DAMD  17-85-C-5133- 

03 


STUDY SWR6026 


Study  Date  Start  drug  admin-  End  drug  admin-  Route  Bottle 

Day  ddmmmyy  istration  <0-2400)  istration  (0-2400)  I.D.  # 


3  mJdU 


<98  /o _  /W.4  . _ I  P0 

DOSAGE  (total)  _ 6_QlM_ _ 

URINE  CONCENTRATIONS 


Sample  Scheduled  Start  Collection 

No.  Collection  Time  - - 

(hours)  ddmmmyy  0-2400 


-24  TO  -12 
-12  TO  0 
O  TO  12 
12  TO  24 
24  TO  36 
36  TO  48 
48  TO  60 
60  TO  72 
72  TO  84 
84  TO  96 


loTJ  0*06 

2o  JJ%  SlOCO 

7/J \A%<-  OX  CO 
2lSjU  %CCD 
U7i cZOO 
2lJJ%  £ OOP 
23JJU  Q^OO 
23  TdU  SLOOP 
iqJjlk  D%/0 

T  16  L  o  /ir\ 


End  Coll ect ion  Total 

- -  Volume  CWR60263 

ddmmmyy  0-2400  (ml) 
- - 

2CIJ<U,  &)Q0  ^5  — . 

2KTJ&  (\ 


ziJJtt  2^oo  7/c 

2Z&ML  SK 

Ttfultt*  Zmq  43^ 

23  Xl$C  DISC  745 

2 37d$C  ^000  6&S 

24  TM  0%fp  490 

mJ 'dU  300°  !°5b 

-  #-  -T"  J/>/  pyrt  _  tL^r’ 


^>11053 


INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND :WR60£6 

LIETMAN 

L  8.  it 

F  M  L 

04 

PROTOCOL : DAMD  17-85-C-5133- 

03 

CHEMISTRY  VALUES 

Laboratory: JOHNS  HOPKINS  HOSPITAL 


Screen  Predrug  Predrug  Postdrug 

1  £  4  5  Day 


TEST: NORMAL 

ddmmmyy 

ddmmmyy 

ijJaLlk. 

ddmmmyy 

ddmmmyy 

23JulU 

ddmmmyy 

-  i 

Date 

NA: 135-148  MEQ/L 

i4o 

144 

/4a 

,3S 

J2>9 

K : 3. 5—5. 0  MEQ/L 

_45  .  | 

43 

44 

6.0 

4-5 

CL: 96- 109  MEQ/L 

lot. 

/O  4 

/04 

to  7- 

/ofc 

C0£: 24-30  MEQ/L 

54 

56 

ao 

50  i 

SUN: 12-25  MG/DL 

131 

10 

13 

CREAT.-O.  4-1. 5  MG/DL 

0* 

/.  0 

1.0 

bo 

o-f 

GLU : 70—1 15  MG/DL 

u 

75. 

?0 

S4 

n 

T. DILI :0. 3-1. 2MG/DL 

o.t» 

b.5 

D.  b 

0.9 

0-7 

D. BILI :0.  1-0.  4MG/DL 

0,1  . 

0.1 

0.  / 

OJ 

0.( 

CAs 9. 0-11.0  MG/DL 

to  3 

9  ^ 

9.9 

10. Si 

65 

P04:3. 0-4.5  MG/DL 

4/4 

5.  a 

3.4 

3.5 

33 

URIC  A:4. 2-8.  8MG/DL 

4.  0 

43 

5.? 

6-5 

T.  PROT16.  0-8.  5G/DL 

rr 

74 

ALB.  :3.2-5.3  G/DL 

4.t 

4* 

0-D 

4.3 

AST: 0-35  IU/L 

_a£_ . 

54 

3U 

Si 

/? 

ALT: 0-30  IU/L 

I3L  _ 

13 

45  . 

15 

9 

ALK  PHOS: 0-95  IU/L 

(e  1 

54 

5. 

57 

CHOL 1151-268  MG/DL 

50? 

5ac> 

5/4 

/93 

/3e> 

LDHi 0-200  IU/L 

189 

tJT) 

Ifc8 

AJD 

/a 

CPK1O-I6O  U/L <male) 

vb 

U9 

1^ 

TG «20-l 90  MG/DL 

•5b 

fa. 

44 

M 

TG 120-1 90  MG/DL 


Ck 
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INVESTIGATOR’S  NAME  PT  INITIAL  I PT  #  I  COMPOUND  t  WR6026 


LIETMAN 


U  H_  Vt_ 

F  M  L 


PROTOCOL :DAMD  17-85-C-5 133- 

03 


CHEMISTRY  VALUES 

Laboratory: JOHNS  HOPKINS  HOSPITAL 


Postdrug 

7 


TEST: NORMAL 


iil'Jj-L 

ddmmmyy  ddmmmyy  ddmmmyy  ddmmr nyy  ddmmmyy 


NAs 135-148  MEQ/L 

M3 

K:3. 5-5. 0  MEQ/L 

4-* 

CL: 96- 109  MEQ/L 

in 

COE: 24-30  MEQ/L 

^  5 

SUN: 12-25  MG/DL 

to 

CREAT.-O.  4-1.  5  MG/DL 

in 

GLU -.70-115  MG/DL 

7 

T. BILI :0. 3-1. 2MG/DL 

D. BILI :0. 1-0. 4MG/DL 

0-1 

CA: 9. 0-11.0  MG/DL 

°,.s 

P04:3. 0-4. 5  MG/DL 

3.  $ 

URIC  A:4.  2-8.  8MG/DL 

7,/ 

T.  PROT16.  0-8.  5G/DL 

7.0 

ALB.  *3.2-5.  3  G/DL 

AM)- 

AST *0-35  IU/L 

/8 

ALT *0-30  IU/L 

/7 

ALK  PHOS :0-95  IU/L 

6o 

CHOL* 151-268  MG/DL 

in 

LDH* 0-200  IU/L 

/# 

CPK*0-160  U/L (male) 

ibi 

TG*20-190  MG/DL 

9? 

page  9 


T  INITIAL  PT  #  COMPOUND :WR60£6 


U 


LIETMAN 


PT  # 

COMPOUND :WR60£6 

04 

PROTOCOL iDAMD  17-85-C-5133- 

03 

WBC 


RBC 


Hgb 


PCV 


Pit 


Bands 


Polys 


Eos 


Bas 


Lymphs  £4-4-4* 


NORMAL 


4500-11000 


4. 50-5. 90 


13.  9-16.3 


41.0-53.0 


150-350 


2-6* 


31-76* 


1-4* 


HEMATOLOGY  VALUE8 

Laboratory!  JOHNS  HOPKINS  HOSPITAL 


Screen  Predrug  Predrug  Postdrug 

1  3  4  5 

ddmmmyy  ddmmmyy  ddmmmyy  ddmmmyy  ddmmmyy 


Atyp  Lym 


Monos 


Other 


£-11* 


AM 


43.  b 


308 


4 


5A 


3 


I 


14 


0 


44-% 


MS 


43.1  ^  3.1 


SI  41  At  6 


’•WW 


'll 
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LIETMAN 


PT  # 

COMPOUND :WR6026 

w 

PROTOCOL : DAMD  17-85-C-5133- 

03 

TEST  NORMAL 

NBC  4500-1 1000 | 

RBC  4. 50-5 


Hgb 


PCV 


Pit 


Bands 


Polys 


Eos 


Bas 


Lymphs  £4-44* 


HEMATOLOGY  VALUE8 

Laboratory:  JOHNS  HOPKINS  HOSPITAL 


Postdrug 

7 

a&XwLU _ _ _ _ 

ddmmmyy  ddmmmyy  ddmmmyy  ddmmmyy  ddmmmyy 


4. 50-5. 90 


13. 9-16. 3 


41. 0-53. 0 


150-350 


£-6* 


31-76* 


1-4* 


MMM  W VJW1 RTCW  WUW'V.'W  4^K^4T'4*Vr7v-.j  rjw-;y\^r\ r  ■;  rmvswVTrrj  vi  m?rv^.  vvw 
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INVESTIGATOR’  S  NAME 

PT  INITIAL 

PT  # 

COMPOUND 5WR6026 

LIETMAN 

.4  tLd. 

F  M  L 

Di- 

PROTOCOL :DAMD  1 7-85-C-5 133- 

OS 

ADVERSE  EXPERIENCES 

check  if  none  occurred 


ADVERSE 

EVENT 

• 

ONSET 

(Date/T ime) 

CESSATION 
Date/T ime 

SEVERITY 

(Check) 

REL’N  TO 
TEST  DRUG 

ACTION 

(Check) 

# 

□ 

□ 

□ 

dd  mmrn  yy 

dd  mmm  yy 

Mild 

DEF. 

None 

□ 

PROS. 

□ 

□ 

□ 

(0-2400) 

(0-2400) 

Mod 

POSS. 

Treatment 

□ 

DEF.  NOT 

□ 

□ 

□ 

Sev 

UNKNOWN 

Stop  tfc.st 
drug 

fl 

□ 

□ 

□ 

fl 

dd  mmm  yy 

dd  mmm  yy 

Mild 

DEF. 

None 

■ 

□ 

u 

PROS. 

1 

□ 

□ 

□ 

■ 

(0-2400) 

(0-2400) 

Mod 

POSS. 

Treatment 

■ 

□ 

■ 

DEF.  NOT 

1 

□ 

□ 

□ 

1 

Sev 

UNKNOWN 

Stop  test 
drug 

COMMENTS  (Indicate  #  and  event) 


136 


□□□□□□□□ 


INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND:  WR6026 

LIETMAN 

EXMIM 

wsm 

PROTOCOL :DAMD  17-B5-C-51 33- 

03 

OUTCOME 

(To  be  completed  for  all  subjects) 


B 

ISLlIZIc 

Protocol  completed 

ddmrnmyy 

□ 

Premature  termination  of  protocol 

ddrnmmyy 

i 

c 


REASON  FOR  PREMATURE  TERMINATION 
(Check  appropriate  category) 

Adverse  Experience 

Died  During  Study 

Failure  To  Return  For  Follow-up 

Did  Not  Cooperate 

Prot  oco 1  Violati on 

Ent ry  Violati on 

Intercurrent  Illness 

Administrat ive/Other 

terminated  early,  explain  briefly: 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND:  WR6026 

LIETMAN 

mmzmsm 

1 

04 

PROTOCOL :DAMD  17-85-C-5133 

03 

CONCOMITANT  MEDICATIONS 


DRUG  NAME 

TOTAL 

DAILY  DOSE 

DATE 

STARTED 

DATE 

STOPPED 

ES39B9 

ZAJJ  sc. 

T 

COMMENTS 

(please  date  and  sign  all  comments) 


INVESTIGATOR’S  NAME  PT  INITIAL  PT  « 


COMPOUND tWR6026 


•< 

«• 

t 


L_ 

a. 

05 

PROTOCOL iDAMD  17-85-C-5133- 

LIETMAN 

F 

M 

L 

03 

PROTOCOL 


Study 

Day 

Date ' 
ddmmmyy 

Procedures 

nTulst 

Screening  laboratory 

/STvxl  it 

History,  Physical  Exam 

0 

Admission 

3 

Drug  Administration 

I  certify  that i 


1)  I  have  carefully  examined  all  entries  on  the  data  collection 
forms,  consisting  of _ _ pages,  for  subject  »  /K~ _ . 


2)  All  information  entered  onto  the  data  collection  forms 
this  subject,  to  the  best  of  my  knowledge,  is  correct. 


dd/mmm/yy 


for 


;i. 
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INVESTIGPTOR* S  NPME 

PT  INIT1PL 

PT  # 

COMPOUND  t  WR6026 

LIETMPN 

HL  ft 

F  M  L 

oS 

PROTOCOL iDPMD  17-85-C-51 33- 

03 

MEDICAL 

history 

Date  of  evaluation  1  aXuJ  / 

Examiner  (r'5‘. 

dd  mmm  yy 

Date  of  birth  /  &  B 

dd  mmm  yy 

Pge  ^_^_yrs 

Sex  _M__ 

Race  _£l_ 

No 

Yes  Comments 

PI lergy 


Tobacco  Use 


PI coho 1  Use 


Recreational  Drug  Use 


Medications  past  2  weeks 


Experimental  Drug  Exposure 


Blood  or  plasma  donor 


Prior  Surgery 


Eye,  ear,  nose,  throat 


Endocr ine (diabetes, thyroid) 


C-V  (heart  murmur, HBP) 


Pulmonary  (cough, asthma) 


Hepatitis,  gastro- intestinal  t/ 


Sen ito-ur inary 


Musculoskeletal 


Neuropsych i at  r i c 


Other 


■„  -  fir  tr  rv-jvj  irjtrj 
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INVESTIGATOR’S  NAME  PT  INITIAL  PT  #  COMPOUND : WR6026 


LIETMAN 


w 

INITIAL 

isa 

~  ~L~f\ 

LL 

M  L 

PROTOCOL i DAMD  17-85-C-5133- 

03 


PHYSICAL  EXAMINATION 

Dat  eTfov^L/jJ 
dd  mmm  yy 


Temperature 


3  G  .  7  c 


Pulse 

Respir 

_  'i  ^/min 

j_  Q/min 

LQ5--  Q. 


GENERAL  EXAMINATION* 

(check) 

Nor. 

Abn. 

Provide  details  of  abnormalities 

NORMAL  \/  ABNORMAL  Describe  abnormal  it iesi 


ViAiALfilAL  u  ma  i  4  'LiAt 
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LIETMAN 


STUDY i  WR6026 


PT  # 

COMPOUND IWR6026 

05* 

PROTOCOL tDAMD  1 7-85-C-51 33- 

03 

MEDICATION  RECORD 


Study 

Day 

r 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

\tiZlH 

vies 

AU  . 

PO 

>1) 


&%Z\0^  30<Vos^v.Vy 


DOSAGE  (total)  Jk'y_Ll 

PLASMA  CONCENTRATIONS 


Sample  Schedule  Date  Scheduled  Actual  CWR6026D  "Retf-ferno— 
No.  Time  ddmrnrnyy  Clock  Time  Clock  Time  -^Totoirv 

(hours)  (0-2400)  (0-2400)  — * 


A 


*s 


A 


* 


* 


10  G 


)°\  » 


^4  .<4 


Q3  .*3 


*4Ss 


533 


G3.4 


-73 .0 


Go .  ' 


3^3 


3Q3 


5. 


6. 


8.  0 


10.  0 


IS.  0 


iiSol% 


nos 


/(?rs  /oc? 


/fy£  /?66 


joc£  142  ^ro3 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND : WR6026 

LIETMAN 

hl 

F  M 

B 

d5 

PROTOCOL :DAMD  17-S5-C-5 133- 

OS 

MEDICATION  RECORD 


STUDY:  WR6026 


Study 

Date  ' 

Start  drug  admin- 

End  drug  admin- 

Route 

Day 

ddmmmyy 

istration  (0-2400) 

istration  ( 0-2400 ) 

3 

21 JM 

0  6oS 

A).  A- 

PO 

%  PsO=o-M  Son»«VwiVx| 

page  2 


DOSAGE  (tot a 


1> 


PLASMA  CONCENTRATIONS 


Sample | Schedule  Date  Scheduled  Actual  LWR602&H I "MBthem®^ 

Time  ddmmmyy  Clock  Time  Clock  Time|  |  -ifrl-o-bin 

(hours)  (0-2400)  (0-2400) 


ss 


p 

£!»• 

| 

I 

ftp 

K 

fe 


A: 

| 


URINE  CONCENTRATIONS 


STUDY 1WR6026 


Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

2/v/uf 

OIOS 

0%c£ 

PO 

DOSAGE  (total)  _ 

V 

L _ 

URINE  CONCENTRATIONS 

1 

r 

Sample |  Scheduled  Start  Collection  End  Col lect ion  I  Total 

Collection  Time  - -  ■  -  - - 1  Vol  ume  I  CWR60261 

(hours)  ddmmmyy  O— £400  ddmmmyy  0-2400 


U01 

-24 

TO 

-12 

U02 

-12 

TO 

0 

U03 

0 

TO 

12 

U04 

12 

TO 

24 

U05 

24 

TO 

36 

U06 

36 

TO 

48 

U07 

48 

TO 

60 

uoa 

60 

TO 

72 

U09 

72 

TO 

84 

U10 

84 

TO 

96 

2oJul  I  OSO 0 


aooo 


v  CTcJ£6  08oo 


2iCTJ%lo  &O00  LtJ^  I  06(50 


aooo 


2/JuiSk  0 


5000 


2z  <r m  o%oo 


SOOO 


0%0Q 


^CTu i*5C 


0U?fc  0 


OU^tlSooo 


I  5ooc 


LtuM 


UcTa^fc  I  S.CD0 


0 


%L  9.000 


SSI 

/0<55 

.d'.I.'.ll'.ll 
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INVESTIGATOR’S  NAME  PT  INITIAL  PT  #  COMPOUND : WR6026 


LIETMAN 


PROTOCOL sDAMD  17-65-C-51 33- 

X>_5  03 


CHEMISTRY  VALUES 

Laboratory: JOHNS  HOPKINS  HOSPITAL 


TEST: NORMAL 
NA: 135—148  MEQ/L 
K : 3. 5—5. O  MEQ/L 
CL*96-109  MEQ/L 
COS: 24-30  MEQ/L 
SUN: 12-25  MG/DL 
CREAT:0.  4-1.5  MG/DL 
6LU: 70— 1 15  MG/DL 
T. BILI *0. 3-1. 2MG/DL 
D. BILI :0. 1-0. 4MG/DL 
CA: 9. 0-11.0  MG/DL 
P04:3. 0-4.5  MG/DL 
URIC  A:4. 2-8.  SMG/DL 
T.  PROT 1 6.  0-8.  5G/DL 
ALB.  13.2-5.3  G/DL 
AST i 0-35  IU/L 
ALT *0-30  IU/L 
ALK  PH0Si0-95  IU/L 
CHOL *151-288  MG/DL 
LDH* 0-200  IU/L 
CPKtO-160  U/L (male) 
TG*20-190  MG/DL 


Screen  Predrug  Predrug 
-  1  2 

LizdiL  TiSZIiJiZSS  j 

ddrnmmyy  ddmmmyy  ddrnmrnyy 


Jil 

ALL 

10  £ 


4.0 

to  I 


Postdrug 

4  5  Day 

JiTa Date 
ddmmmyy  ddmmmyy 

/J7-  ML 
3A  ±A 


o 70 

<24 

-2/ 

e<! 

/3 

// 

(0 

/3 

/£ 

/./ 

/  / 

c-9 

/// 

/.V 

/<93 

?/ 

$  6 

% 

?? 

€.3 

o.x 

(0.5 

C.4 

0.  1  . 

V.l 

0,  / 

.  £>./ 

o,/ 

mert’d^At. 

<?.a 

9.3 

9./ 

3.  *7 

3,  4 

3.£ 

3.3 

4.i 

4.1 

4.9 

54 

5.7 

(,  A 

f  4 

LB 

?,/ 

-u 

4./ 

4a 

a? 

30 

/V.A 

25 

33 

34 

4o 

55 

49 

5? 

5/ 

1-41 

m 

/** 

/GSi 

/?1 

163 

/33 

/4b 

ho 

-27/ 

/5? 

/fSL 

/to 

Jys.'f 

ob 

/57 

/39 

/47 

$ 

£ 

I 

s 

$ 

% 

a 

$ 

* 

I 

!•? 

B 

1  s 

& 

1 

I 

% 

If 

$ 

If 

•  y 

iJm 

$ 

t 

1V»‘ 


'•!«  ’>*r*IL**f*l¥, 


I  t  M  AI  a 


page  8 


LIETMAN 


PT  # 

COMPOUND IWR6026 

Of 

PROTOCOL iDAMD  1 7-85-C-51 33- 

03 

CHEMISTRY  VALUES 

Laboratory: JOHNS  HOPKINS  HOSPITAL 


TEST! NORMAL 


NA: 135-148  MEQ/L 


K  13.5-5.0  MEQ/L 


CL i 96- 109  MEQ/L 


C02 :24-30  MEQ/L 


SUNs 12-25  MG/DL 


CREAT.-O.  4-1. 5  MG/DL 


GLUx70— 115  MG/DL 


T. DILI  10. 3-1. 2MG/DL 


D. DILI :0. 1-0.  4MG/DL 


CA!  9.  0-11.0  MG/DL 


P04«3.  0-4.5  MG/DL 


URIC  A i 4. 2-8. 8MG/DL 


.  PROT16. 0-8.  5G/DL 


ALB.  13.2-5.  3  G/DL 


AST *0-35  IU/L 


ALT *0—30  IU/L 


ALK  PH0Si0-95  IU/L 


CHOL 1 151-268  MG/DL 


LDHiO-200  IU/L 


CPK1O-I6O  U/L (male) 


TG 1 20- 190  MG/DL 


Postdrug 

- - - ft 

ddmmmyy  c 


137 


4.1 


104 


<21 


13 


l.l 


Jwllwuf 

IMM _ _ _ 

dmmwiyy  ddmmmyy  ddmmmyy  ddmmmyy 


7. 


4  A 


£9 


44 


54 


\°il 


Ip  (e> 


l  (p 


l(oO 


I 

$ 

Cl* 

[9 

k 

h 


? 

S1 


uj  1 


INVESTIGATOR’S  NAME  PT  INITIAL  PT  # 


COMPOUND :WR6026 


LIETMAN 


„  PROTOCOL  i  DAMD  17-85-C-513: 

05  03 


HEMAT0L08Y  VALUES 

Laboratory s  JOHNS  HOPKINS  HOSPITAL 

Screen 

Predrug 

Predrug 

Postdrug 

— 

1 

3 

4 

5 

/  tyJtd  9  6 

ItJuJtL 

7ZJX 

ZSjtJM 

NORMAL 

ddmmmyy 

ddmmmyy 

ddmmmyy 

ddmmmyy 

ddmmmyy 

WBC 


RBC 


Hgb 


PCV 


Pit 


Bands 


Polys 


Eos 


Bas 


Lymphs 


4500-11000 


4.50-5.  90 


13.  9-16.  3 


41. 0-53. O 


150-350 


2-6% 


31-76% 


1-4% 


24-44% 


S  5 

60 

37 

4400  £ 106  63bb 


8(>cc> 


6.11 


ft.* 


6.0b  4.?3  4*44 


/3.*  13.9  /!/ 


AZA  *0. °[  +IJ  AIM 


4 


45 


/ 


0 


44 
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INVESTIGATOR'S  NAME 

PT  INITIAL 

PT  # 

COMPOUND :WR60£6 

LIETMAN 

F  M  L 

£5 

PROTOCOL :DAMD  17-85-C-5133- 

03 

HEMATOLOGY  VhLUE8 

Laboratory:  JOHNS  HOPKINS  HOSPITAL 


WBC 


RBC 


Hgb 


PCV 


Pit 


Bands 


Polys 


Eos 


Bas 


Lymphs  £4-44* 


NORMAL 


4500-11000 


4. 50-5. 90 


13. 9-16. 3 


41. 0-53. O 


150-350 


£-6* 


31-76* 


1-4* 


Atyp  Lym 


Monos 


Other 


£-11* 


Postdrug 

7 

_ _ _ _ 

ddmmmyy  ddmmmyy  ddmmmyy  ddmmmyy  ddmmmyy 


.3l 


415 


3% 


nr\m«rA]  o.O  -  1.5 


G-6-PD 


INVESTIGATOR1 S  NAME  PT  INITIAL 


COMPOUND:  WR6026 


P_4_ 

am 

PROTOCOL :DAMD  1 7-6b-C- 

1 

LIETMAN 

_ 1 

F  M 

1 _ 

03 

Sp.  6r. 


Prot  eir>  \ 


i 

Glucose  j 


i  Ketones 


B 


•  ucc. Bid 


Cast / 1 pf  j 

i 


WBC/hpf 


RBC/hpf 


Epi . /hpf 


Cry s/hpf 


Bact /hpf 


URINALYSIS  VALUES 

Laboratory:  JOHNS  HOPKINS  HOSPITAL 


Screen  Predrug 


Post drug 


/ZjJtL 

WTJ  U 

ddrnmrnyy 

ddr  nrnmyy 

t.oiq 


(,S  6.0 


ddrnmrnyy 


!  /  051- 


6-0 


IHI 

III 


ELECTROCARD I OBRAM 


Date 

Time 

NORMAL 

ABNORMAL 

ddmmmyy 

0-2400 

check 

check 

Z) 


23n/w(?4  1 00 


ZSJJU  os  il 


iW*  i*.  *' 


•  w 


INVESTIGATOR’S  NAME  PT  INITIAL  PT  # 


COMPOUND :WR60£S 


LIETMAN 


PROTOCOL ;DAMD  17-85-C-5133- 

03 


ADVERSE 

EVENT 


kiiU  i  , 


ONSET 

(Date/T ime) 


E  M  Ik 

dd  mmm  yy 


SEVERITY 

(Check) 

REL’N  TO 
TEST  DRUG 

ACTION 

(Check) 

m, 

Mild 

□ 

DEF. 

None 

□ 

PROS. 

□ 

□ 

□ 

Mod 

POSS. 

Treatment 

k 

DEF*.  NOT 

□ 

□ 

□ 

Sev 

UNKNOWN 

Stop  test 
drug 

2)  h 


-  /.  / 
■  T1'  w  C 

t  ^  -  *  - 


dd  mmm  yy  dd  mmm  yy  Mild  DEF. 

□ 

PROS. 

_  _  □  □ 

(0-2400)  (0-2400)  Mod  POSS. 

B 


D 

None 


□ 

Treatment 


DEF.  NOT 

□  □  □ 

Sev  UNKNOWN  Stop  test 

drug 


COMMENTS  (Indicate  #  and  event) 


i 

ivt’, 


$ 


& 


wjjjj 

1 


§ 

m 


l$t 


m 

|§ 

I 


m 
m 

& 


l»SM» 


«;*$* 

i 

Wf 


□□□□□□□□ 


INVESTIGATOR’ S  NAME  PT  INITIAL  PT  # 


COMPOUND 


WR602E 


LIETMAN  . 

|)|X1 

£5 

PROTOCOL sDAMD 

17-85-C— 5133- 
03 

(To 

OUTCOME 

be  completed  for 

all  subjects) 

m 

Protocol  completed 

IkJilJJ 

ddmrnrnyy 

□ 

Premature  termination 

of  protocol 

ddrnmrnyy 

REASON  FOR  PREMATURE  TERMINATION 
(Check  appropriate  category) 

Adverse  Experience 

Died  During  Study 

Failure  To  Return  For  Follow-up 

Did  Not  Cooperate 

Protocol  Violation 

Entry  Violation 

Intercurrent  Illness 

Administrat  ive/Other 

If  terminated  early,  explain  briefly: 


151 


INVESTIGATOR’ S  NAME  PT  INITIAL  PT  #  COMPOUND:  WR602& 


LIETMAN 


D  ir_  6 

F  M  L  oS 


PROTOCOL :DAMD  17-85-C-Sl. 

03 


CONCOMITANT  MEDICATIONS 


TOTAL  DATE  DATE 

DAILY  DOSE  STARTED  STOPPED 


COMMENTS 

(please  date  and  sign  all  comments) 


page  1 


INVESTIGATOR’S  NAME  PT  INITIAL  PT  #  COMPOUND t WR6026 


LIETMAN 


F 


PROTOCOL jDAMD  17-B5-C-51 33- 

03 


PROTOCOL 


Study  Date' 
Day  ddmmmyy 


Procedures 


?Zju(  %  ScreeninB  laboratory 


History,  Physical  Exam 


Admission 


Drug  Administrat ion 


I  certify  thati 

1)  I  have  carefully  examined  all  entries  on  the  data  collection 
forms,  consisting  of  /i~ _ pages,  for  subject  *_£L(a _ • 

S)  All  information  entered  onto  the  data  collection  forms  for 
this  subject,  to  the  best  of  my  knowledge,  is  correct. 


__  _ M.  D. 

Investigators  signature 


duBtt/  <3? 

dd/mmm/yy 


?T1  «£  *  ^  KVi  "V>  >>> 


•.  •  «.*  '».«-  a  *>.*•&  It.  ■  . 


INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND :WR£0£6 

LIETMAN 

H  - 

F  M 

■ 

Ob 

PROTOCOL iDAMD  17-85-C-5 133- 

03 

PHYSICAL  EXAMINATION 

Date  &/  ftm/  5v 

dd  mfnm  yy 


Respir 

Blood  Pressure 

1  tg./min 

i.  j.  S./3.  a. 

1Q.-S- 


(check)  Nor.  Abn. 


Head/Neck  ^  J-^/b 


s 


ENT 


Chest, lungs 


Heart 


Abdomen 


Genital ia 


Rectal 


Extremit ies 


Skin 


Neurologic  |  ^ 


GENERAL  EXAMINATION: 


Provide  details  of  abnormalities 


CHEST  X-RAY 

Date  aVk&L'SL 


NORMAL  Y'  ABNORMAL  Describe  abnormal  it ies: 


Examiner  Jk 

TQjG_£b£L _ 

print  namef 


print  1 

155 

'■>  V„*  X.WYOVCV  ?  J-?  >' 


i 

i 

: 
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INVESTIGATOR’S  NAME  PT  INITIAL  PT  #  COMPOUND: WR6Q2& 


LIETMAN 


PROTOCOL :DAMD  17-85 


MEDICATION  RECORD 


STUDY:  WR6026 


Study  Date  Start  drug  admin-  End  drug  admin-  Route 

Day  ddmmmyy  istration  (0-2400)  istration  (0-2400) 


DOSAGE  (total)  jfejDCL^-. 

PLASMA  CONCENTRATIONS 


Sample  Schedule  Date  Scheduled  Actual  EWR6026D 

No.  Time  ddmmmyy  Clock  Time  Clock  Time 
(hours)  (0-2400)  (0-2400) 


* 


<6  5% 


)3  1 


4-0 


oqao 

\  ■  G _ 

m 

nm 

in 

4*3  ■' 


GO-3 


5M.5 


GO  M 


50  S 


SO 


3*8  -5 


0. 


30.^ 
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INVESTIGATOR’S  NAME  PT  INITIAL  PT  #  COMPOUND s WR6026 


LIETMAN 


STUDY:  WR6026 


h—E7  0, 

F  M  L  tib 


PROTOCOL tDAMD  1 7-85-C-51 33- 

03 


INDICATION  RECORD 


Study 

Day 

Date  ' 
ddmmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  adrnin- 
i st  r at i on  ( 0-2400  > 

Route 

Bott le 
I.D.  # 

5 

GfliulU 

ma _ 

N.  A 

PO 

^  -^beAooj 

page  2 


DOSAGE  (total)  JnQjMjL. _ 

PLASMA  CONCENTRATIONS 


Sample  Schedule  Date  Scheduled  Actual  CWR60263  Met hema- 
No.  Time  ddmmmyy  Clock  Time  Clock  Time  glob-i-n 

(hours)  (0— 2400)  (0—2400)  -34 


19 

p| 

ly 


Lv 
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PROTOCOL :DAMD  1 7-85-C-5 1  33- 

03 


INVESTIGATOR’S  NAME  PT  INITIAL  PT  #  COMPOUND : WR6026 

^  ^  nnnmrni  .  noMH  i  "7 _  a _ r 

LIETMAN  F  M  L  0£? 


URINE  CONCENTRATIONS 

STUDY «WR6026 


Study  Date  Start  drug  admin-  End  drug  adnin-  Route 

Day  ddmmmyy  istration  <0-2400)  istration  (0-2400) 


•3  ?£>  I  ^ 


DOSAGE  (total)  _ 

URINE  CONCENTRATIONS  ' 


Sample 

No. 


Scheduled 
Collection  Time 
(hours ) 


-24  TO  -12 


-12  TO  0 


0  TO  12 


12  TO  24 


24  TO  36 


36  TO  46 


48  TO  60 


2 


Start  Collection 

End  Collection 

ddrnmmyy 

0-2400 

ddmmmyy 

0-2400 

V/!: 


Volume 


i63o 


o-i^m 


t245 


0-05^ 


U09 

72  TO  84 

mmmsamm 

'low 

WSk 

0 

o 

U10 

64  TO  96 

m 

a 

yr$b 

cm 

WSfiSL 

D 

!»|  «>»  gtn 


H  - 


LIETMAN 


PT  # 

COMPOUND : WR6026 

ou 

PROTOCOL :DAMD  17-85-C-5 133- 

OS 

CHEMISTRY  VALUES 

Laboratory: JOHNS  HOPKINS  HOSPITAL 


Screen  Predrug  Predrug 

i  h  ' 


Postdrug 
>  5 


TEST: NORMAL 


NA: 135-148  MEQ/L 


K : 3. 5—5. 0  MEQ/L 


CL : 96—109  MEQ/L 


C02: 24-30  MEQ/L 


SUN: 12-25  MG/DL 


CREAT:0.  4-1. 5  MG/DL 


lU+Liy  LkfaiM  liAyE  lttuSJa  IdkiniL 

ddrnmmyy  ddmmmyy  ddrnmmyy  ddmmmyy  ddmmmyy 


GLU:70-1 15  MG/DL 

!tS\ 

6o 

S o 

mm 

76 

T. BILI :0.  3-1. 2MG/DL 

!■( 

0.3 

0.5 

0.4 

04 

D. BILI :0. 1-0. 4MG/DL 


CA:9.  0-11.0  MG/DL 


ALB.  13.2-5.3  G/DL 


AST i 0-35  IU/L 


ALT *0-30  IU/L 


ALK  PH0Si0-95  IU/L 


CHOL *  151-268  MG/DL 


LDHiO-200  IU/L 


CPKiO-160  U/L (male) 


TG * 20- 190  MG/DL 


10  6 


2 5 


4  13 


A  /  l.o 


0.0  O.o 


10. (c 


P04:3.  0-4.  5  MG/DL 

3.? 

4./ 

A/£ 

mm 

s.z. 

URIC  A:4. 2-8.  8MG/DL 

mm 

4.5* 

KB 

4-0 

T.  PROT *6. 0—8.  5G/DL 

i  m 

m 

i>.l 

ESI 

4/ 

4.3 

sz 

n 

2U 

43 

48 

t02L  I  IUp 


41  I  4£ 


W* 


«'*  ri 


INVESTIGATOR’S  NAME  PT  INITIAL  PT  # 


COMPOUND i WR6CE6 


M 

£ 

qQ 

PROTOCOL : DAMD  1 7-85-C-5133- 

LIETMAN 

F  M 

L 

03 

CHEMISTRY  VALUE8 

Laboratory: JOHNS  HOPKINS  HOSPITAL 


Postdrug 

7  Day 


TEST: NORMAL 

ddmmmyy 

ddmmmyy 

ddmmmyy 

ddmmmyy 

ddmmmyy 

NA: 135-148  MEQ/L 

BSI 

wm 

K  :3.5-5.0  MEQ/L 

MA 

CL: 96- 109  MEQ/L 

mm 

COE: 24-30  MEQ/L 

mm 

SUN : IE— 25  MG/DL 

□ 

CREATrO.  4-1. 5  MG/DL 

l  -o 

■ 

|| 

GLU:70— 115  MG/DL 

mm 

HI 

T. BILI :0. 3-1. 2MG/DL 

mm 

■ 

■ 

D. BILI :0. 1-0.  4MG/DL 

mm 

CA  .-9.0-11.0  MG/DL 

m  -m 

P04:3. 0-4.  5  MG/DL 

C^V\tv»r\cs*i.  \ 

_ 

URIC  A:4. 2-8.  8MG/DL 

MO 

t 

T.  PROT 1 6.  0-8.  5G/DL 

MO 

ALB.  13.2-5.3  G/DL 

MM 

; 

AST 10-35  IU/L 

mm 

mm 

ALT »0-30  IU/L 

MM 

ALK  PHOS :0-95  IU/L 

1  1 

pm 

CHOL 1151-268  MG/DL 

\  MO. 

LDHiO-200  IU/L 

wm 

CPKiO-160  U/L (mala) 

no 

TB:20-190  MG/DL 

■ 

■ 
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LIETMAN 


PT  # 

COMPOUND :WR6026 

0  b 

PROTOCOL :DAMD  17-S5-C-5133- 

03 

HEMATOLOGY  VALUES 

Laboratory:  JOHNS  HOPKINS  HOSPITAL 


NBC 


RBC 


Hgb 


PCV 


Pit 


Bands 


Polys 


Eos 


Bas 


Lymphs  24-44*. 


NORMAL 


4500-11000 


4. 50-5. 90 


13. 9-16. 3 


41. 0-53. 0 


150-350 


2-6* 


31-76* 


1-4* 


Screen  Predrug  Predrug 
1  3 

iUZU.  L&Mlt L  ll&OLli 

ddmmmyy  ddmmmyy  ddmmmyy 


o.s 


70 


4-T-f  £.14 


2.(? 


£9oq 


5.2) 


!5.l 


45.1  40$  ^52 


2U 


Z 


6  l 


M 


/ 


5! 


/ 


t) 


40 


/ 


b 


V 


Postdrug 
4  5 

LlBuCi Z.^.Ba4Hk. 

ddmmmyy  ddmmmyy 


rai 3E3 


5^0/  ^ /o 


.?  1*4 


INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND :WR6026 

LIETMAN 

H  r_ 

F  M 

■ 

D6 

PROTOCOL :DAMD  17-65-C-5 133- 

03 

WBC 


RBC, 


Hgb 


PCV 


Pit 


Bands 


Polys 


Eos 


Bas 


Lymphs  24-44% 


TEST  NORMAL 


4500-11000 


4.  50-5.  90 


13. 9-16. 3 


41. 0-53. 0 


150-350 


2-6% 


31-76% 


1-4% 


HEMATOLOGY  VALUES 

Laboratory:  JOHNS  HOPKINS  HOSPITAL 


Postdrug 

7 

_Q2.euc.so _ 

ddmmmyy  ddmmmyy  ddmmmyy  ddmmmyy  ddmmmyy 


rA  Coo 


H 


I 

I 

I 


S 


3 


I 

P 


c 


r 


INVESTIGATOR’S  NAME 


L1ETMAN 


Date 

ddrnmrnyy 

Itwil 

rz/W4  2b 


HBySL 


!l 


T 

teLBalk. 


PT  INITIAL 

M  -  P 


M 


PT  #  [COMPOUND:  WREOES 


DO 


!  PROTOCOL : DAND  17-8b-C-5l. 

03 


URINALYBIS  VALUES 

Laboratory:  JOHNS  HOPKINS  HOSPITAL 


Screen  Predrag 


Post drug 


ddrnmrnyy 

LbJb±$h 

ddrnrnmyy 

t- — 

ddrnmrnyy 

ddrnmrnyy 

ddmrnwyy 

1  Bp.  Gr . 

i 

j 

t 

1 

-  j 

i.o  n- 

1,  Olb 

pH 

tTT 

_4 .5 

0.6 

Prot  ein 

I 

(\t<t .. 

ho  to 

rJ/j 

I  G 1 ucose 

1 

1 

nZ 

hcq 

fj) 

i 

i  Ketones 
! 

fry 

L  1 

ho  a 

n/4 

>  &x 1 1 . 
i 

1 

n  tQ 

1  w  7 

Jw 

J 

i  ucc. Bid. 

! 

w 

. 

m 

j  Cast,  /  1  pf 

i 

& 

J 

0 

j  WBC/hpf 

r\a^ 

hOihJi 

£ 

RBC/hpf 

T 

AMI 

0 

Epi . /hpf 

0 

0 

d'4 

Crys/hpf 

0 

0 

4 

Bact /hpf 

0 

t) 

*  i 

ELECT  ROC A  RD I OS RAM 


T  ime 
0-2400 


me 


£>£30- 


P8*f 


MiL 


NORMAL 

check 


ABNORMAL 

check 


/ 


Describe  abnormal  it ies 


njJl& L  sx  JOall z.  aIki  n  1  /,hrpL'v  >■-. 


/_ 

l/ 


1 


INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND :WR&02£ 

LIETMAN 


ADVERSE  EXPERIENCES 

check  if  none  occurred  n 


ADVERSE 

EVENT 


/T 


(0-2400)  (0-2400)  Mod  POSS. 


S'  ulA"* 


■.I  ter 

Mile 


r 


(0-2400)  (0-2400)  Mod  POSS. 


w 


COMMENTS  (Indicate  #  and  event) 


REL’N  TO 
TEST  DRUG 

ACTION 
(Check ) 

□ 

DEF. 

□ 

PROB. 

Y 

None' 

□ 

POSS. 

# 

□ 

DEF.  NOT 

Treatment 

□ 

□ 

UNKNOWN 

Stop  test 
drug 

□ 

DEF. 

□ 

PROB. 

None 

i 

□ 

POSS. 

□ 

DEF.  NOT 

Treatment 

□ 

□ 

UNKNOWN 

Stop  test 
drug 

3$ 

SOi! 


S»: 


K» 

$ 

& 


I 


te 

i 


p 


HP 

1$ 


m 


KiWi 


i 

TO 


11 

M 


1 

ji 


m 

m 
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INVESTIGATOR’S  NAME  PT  INITIAL  PT  #  COMPOUND:  WR60E6 


LIETMAN 


h_  zf  ,  ,  PROTOCOL :DAMD  17-85-C-5133- 
F  M  L  0/6  03 


OUTCOME 

(To  be  completed  for  all  subjects) 


EJ 

Protocol  completed 

dd  rummy  y 

□ 

Premature  termination  of  protocol 

ddmmmyy 

□ 

REASON  FOR  PREMATURE  TERMINATION 
(Check  appropriate  category) 

Adverse  Experience 

□ 

Died  During  Study 

□ 

Failure  To  Return  For  Follow-up 

□ 

Did  Not  Cooperate 

□ 

□ 

Protocol  Violation 

Entry  Violation 

□ 

Intercurrent  Illness 

□ 

Administrat ive/Other 

If 

terminated  early,  explain  briefly: 

pi 
& 
m 

jR 

m 


§ 
i 


& 

4 


S 

i 

■* 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND:  WR6026 

LIETMAN 

DL 

PROTOCOL :DAMD  17-85-C-5133 

03 

CONCOMITANT  MEDICATIONS 


DRUG  NAME 

TOTAL 

DAILY  DOSE 

DATE 

STARTED 

DATE 

STOPPED 

Tjamm 

/?  find  9-6 

v  1 

7 

7 

COMMENTS 

(please  date  and  sign  all  comments) 


page  1 


INVESTIGATOR’S  NAME  PT  INITIAL  PT  #  COMPOUND IWR6026 


LIETMAN 


A  p_ 

F  M_  L 


PROTOCOL i DAMD  17-85-C-5133- 

03 


PROTOCOL 


Study  Date' 
Day  ddmmmyy 


Procedures 


Screening  laboratory 


%t,  History,  Physical  Exam 


Admi**ion 


3  |2.i3uJ%6  Drug  Administration 


I  certify  that i 

1)  I  have  carefully  examined  all  entries  on  the  data  collection 

forms,  consisting  of  I A _ pages,  for  subject  # • 

2)  All  information  entered  onto  the  data  collection  forms  for 
this  subject,  to  the  best  of  my  knowledge,  is  correct. 


M.  D. 


Invest  i  gat  or/t  signature 


A?/  P^/ Ik 

dd/mmm/yy 


K 


f 

m 


m 


•  j>  ~.m  rua  r*M  -vji 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  * 

COMPOUND i WR6026 

LIETMAN 

A  )  £ 

F  M  L 

03- 

PROTOCOL iDAMD  17-05-C-5 133- 

OS 

Date  of  evaluation 

dd  mmm  yy 


MEDICAL  HISTORY 

Exam 


iner _ 


Date  of  birth 

Age 

Sex 

Race 


ZO/Juiy  b?~ 
dd  mmm  yy 

__2_iyr« 

3 


Zy./S.G-'fr/.V  ' 

print  name 


No  Yes  Comment  s 


A1 lergy 

v/ 

Tobacco  Use 

/ 

T  PPb 

Alcohol  Use 

/ 

!SH 

Recreational  Drug  Use 

mm 

$  ,  i 

l/d  l  tH.-.r.fi+ft'it.]  . 

Medications  past  2  weeks 

/ 

mutiiurfs, 

Experimental  Drug  Exposure 

✓ 

~?ha.rmak //)t//rs 

Blood  or  plasma  donor 

y 

Prior  Surgery 

E3E9I ES3BES1H 

y 

Endocrine (diabetes,  thyroid) 

y 

C-V  (heart  murmur, HBP> 

B 

Pulmonary  (cough, asthma) 

y 

Hepatitis,  gastro- intest inal 

y 

Sen 1 1  o-ur i nary 

/ 

Musculoskeletal 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND *WR6026 

LIETMAN 

A_  l__  Q_ 

F~  M  L 

07 

PROTOCOL iDAMD  1 7-S5-C-51 33- 

OS 

PHYSICAL  EXAMINATION 

Date  14  £? 

dd  mmm  yy 


Temper at ure 

Pulse 

■  -  ■■  ‘  1  M 

Respir 

Blood  Pressure 

Height  (cm) 

Wt. (kg) 

1  5L..Q  c 

_  (s  fi/min 

J.  L  hi  2. 

IM'IH 

£1.£ 

GENERAL  EXAMINATION* 

(check) 

Nor. 

Abn. 

Provide  details  of  abnormal  it ies 

Head /Neck 


EENT 


Chest, lungs 


Heart 


Abdomen 


Genital ia 


Rectal 


Extremit ies 


Skin 


Neurologic  J 


h o uc+k  -  rnjJlA  pUftrr 


JCrpiOfT \enW  mQrt.,SC<"0' 


SmrQJ  upper-  txrm  .tv  Croton  o, 


SCttn  (it 


Comm^oVS,'.  mdd  LuLmbdr  3a>l»feS><3 

“Sh-c^Wf  bact"  -^orO-CiC  Sp.ne 

CHEST  X-RAY 
Date  LCZ-Iiil/tS: 


NORMAL 

V 

ABNORMAL 

1 

Describe  abnormalities* 

% 

?£ 


m 

ylv 

M 


fitv 

8 

$ 

Wm 


Examiner _ _ 

't)r .  8  .Gr . 


print  nami 


'MKlLru 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND :WR6026 

lietman 

_A  J_  t>_ 

F  M  L 

6  ? 

PROTOCOL :DAMD  1 7-85-C-51 33- 

03 

MEDICATION  RECORD 


£ 


s 


STUDY:  WR6026 


Study 

Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin¬ 
istration  (0-2400) 

Rout  e 

Bott le 
I.  D.  # 

.3 

It  Jul% 

Off  /  7 

AJ.A 

PO 

DOSAGE  (total) 

'SeAo  vjJ  FN^scvu  Se^SvVw.Vvj  3 

PLASMA  CONCENTRATIONS 


w  , 

ft 

i 

\ 

v' 

i 


\ 

«, 


? 


% 


N. 

\ 

■s 


Sample 

No. 

Schedule 

Time 

(hours) 

Date 

ddmrnmyy 

Scheduled 
Clock  Time 
(0-2400) 

Act  ual 
Clock  Time 
(0-2400) 

CWR60261 

MetTremo— 

globin 

—* 

0 

Zl 

015c 

0  7- <T6 

0.  25 

2'JJU 

0832. 

M3  2 

* 

0.  50 

zi  JJ  U 

/)W 

094? 

i  \i 

0.  75 

2/  1  J  $£> 

0102 

0^02 

1.0 

21  JJ  U 

Olll 

09/? 

3>5 

l.  25 

21  JJIlo 

0152. 

09 3 J 

13.2. 

1. 50 

zi  JJ  U 

ont 

094-9 

%51 

2.  0 

2’  JJ  U 

ICiJ 

to/? 

\  \G- 

2.  5 

2!  JJ  U 

ton 

/on 

\02  • 

3.  0 

2!  JJ% 

mj 

JU9 

o\^\.  \ 

3.  5 

Z!  JJ  % 

tlAJ 

. .  j>n 

3M.q 

4.  0 

2l  JJ  9C 

1211 

jj.it 

\oo  • 

5.  0 

21  JJ  U 

an 

/3/9 

°UM 

6.  0 

ZlJjfr 

M/9 

^  1 

e.  o 

21  JJU 

Hell 

/  <p-4i> 

10.  0 

ziJJU 

tin 

G4-C,  ... 

12.0 

V  JJ& 

U>‘7-  170 

20/1 

OC.o 

m 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND :WR6026 

LIETMAN 

/V  I  D 

F  M  L 

Of 

PROTOCOL : DAMD  17-85-C-5133- 

03 

MEDICATION  RECORD 


STUDY:  WR6026 


St  udy 
Day 

Date 

ddmmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

3 

0  1  f? 

AJ  .A. 

PO 

^  <2jj)ovvJ  ^ 

page  2 


DOSAGE  (total)  _ (p_y 

PLASMA  CONCENTRATIONS 


Schedule 
T  irne 
(hours) 

Date 

ddmmmyy 

Scheduled 
Clock  Time 
(0-2400) 

Act  ual 
Clock  Time 
(0-2400) 

24.  0 

12  JJ  U 

OV* 

o%n- 

36.  0 

2  2-JU  %to 

ZO/f- 

20f? 

48.0 

23  Jj  %<c 

fit/?- 

07  Zb 

60.  0 

23  ^4 

ion- 

7.135 

72.  0 

0 

07  ZZ 

84.  0 

HmS 

1 

Z02Z. 

96.  0 

25ju(St 

om 

07  ZO 

~g  1  oP  i  rv 


•O 


n  -O 


)\ -2> 


ns 


P 
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INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND: WR6026 

LIETMAN 

A  J.  J2 

F  M  L 

0? 

PROTOCOL : DAMD  1 7-85-C-51 33- 

03 

URINE  CONCENTRATIONS 


STUDY :WR6026 


Date 

ddrnmmyy 

Start  drug  admin¬ 
istration  (0-2400) 

End  drug  admin¬ 
istration  (0-2400) 

Route 

Zl  CTu-l^fc 

081? 

/J.  ^  ■ 

PO 

(d  0  no 


Sample 

No. 


DOSAGE  (total) 

URINE  CONCENTRATIONS 


Scheduled  Start  Collection  End  Collection  Total 

Collection  Time  - - -  Volume 

(hours)  ddrnmmyy  0—2400  ddrnmmyy  0-2400  (ml) 


-24  TO  -12 


-12  TO 


0  TO  12 


12  TO  24 


24  TO  36 


36  TO  48 


48  TO  60 


60  TO  72 


72  TO  84 


84  TO  96 


500  0 


Tu  IU  0805 


08 06  2-iCTu.l^fe  Sidoo  %o 


£0  0  0  P0OO  13 Oo  O  '-'O 


08 oo  2ZJu/S4  9.000  /6 


ZzTu/St  I  Zooo  Z3JIIU  0800 


0800  23JUS4  3ooo 


UcTul^  I  aooo  24<rul&  <9005 


124  <Tu.t& 


otooo  tfJJM  0ft5O  /tfeD  C) 


INVESTIGATOR’S  NAME  PT  INITIAL  PT  « 


COMPOUND : WR6026 


B—L 

D 

01 

PROTOCOL :DAMD  17-85-C-5133- 

LIETMAN 

F  M 

L 

03 

CHEMISTRY  VALUES 

Laboratory : JOHNS  HOPKINS  HOSPITAL 


TEST: NORMAL 


NA: 135-148  MEQ/L 


K : 3. 5—5. 0  MEQ/L 


CL : 96—109  MEQ/L 


COE: 24-30  MEQ/L 


SUN: 12-25  M6/DL 


CREAT:0. 4-1. 5  MG/DL 


GLU: 70— 1 15  MG/DL 


T. BILI :0. 3-1. 2MG/DL 


D. BILI tO. 1-0. 4MG/DL 


CA:9. 0-11.0  MG/DL 


P04:3. 0-4. 5  MG/DL 


URIC  A:4. 2-8. 8MG/DL 


.  PROT 1 6.  0-8.  5G/DL 


ALB. i 3. 2-5. 3  G/DL 


AST i 0-35  IU/L 


ALT : 0—30  IU/L 


ALK  PH0S:0-95  IU/L 


CHOL i 151-268  MG/DL 


LDHiO— 200  IU/L 


CPKiO— 160  U/L (mala) 


TG i 20- 190  MG/DL 


Screen 

ddmmmyy 


Predrug 

1 

UKur 

ddmmmyy 


Predrug 

2 

TmjJT 

ddmmmyy I 


3.5 


5.o 


6 


4  •  6 


7.0 


1-2 


4 .7 


24 


1 4 


56 


1 86 


18 


Postdrug 
4  5 

IIIjJzL  l3JDJJk 

ddmmmyy  ddmmmyy 


/39 


4-4 


/S 


// 


/  / 


Bo 


c.3 


I3B 

Ad 

4A 

44 

/<c 

/DO 

24 

A 

1 

9 

oA 

/.  6 

B(o 

8? 

6.5 

6-3 

6.6 

6,  / 

10.  o 

9.* 

4.6 

4.9 

amwm 

6.5 

ram 

34 

£8 

26 

48 

54 

/  3  / 

■B9 

83 

73 

IA 

1/4 

■  O 


4  A 


51 


dip 


(?0 


lip 


1 07 


INVESTIGATOR'S  NAME  PT  INITIAL  PT  # 


COMPOUND tWR60£6 


LIETMAN 


PROTOCOL : DAMD  17-85-C-5133- 

OT  03 


CHEMISTRY  VALUES 

Laboratory : JOHNS  HOPKINS  HOSPITAL 


Post  drug 
7 


TESTs NORMAL 


NA: 135-148  MEQ/L 


K:3. 5-5. O  MEQ/L 


CL s 96- 109  MEQ/L 


COS: 24-30  MEQ/L 


SUN: 1 £-25  MG/DL 


CREATsO. 4-1.5  MG/DL 


GLU:70— 115  MG/DL 


T. BILI :0. 3-1. 2MG/DL 


D. BILI : 0. 1-0. 4MG/DL 


CA:9. 0-11.0  MG/DL 


P04:3.  0-4.  5  MG/DL 


URIC  A:4. 2-8. 8MG/DL 


.  PROT 1 6. 0-8.  5G/DL 


ALB.  »3.2-5.3  G/DL 


AST i 0-35  IU/L 


ALT i 0-30  IU/L 


ALK  PHOS l 0-95  IU/L 


CHOL i 151-268  MG/DL 


LDHlO— 200  IU/L 


CPKiO-160  U/L (mala) 


TG i 20-190  MG/DL 


isxa1u\ lEs&fH 

[ddmmmyy  ddmmrnyy  ddmmmyy  ddmnrmyy 


yy  ddrnmmyy 


-  •*  ->  n-J  arvi  mj  tr\/  i#\y  W  w\/mj  V.  ,  VI  iV^  JV*  VJW  ri*  AT.  7V?7Vr 
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INVESTIGATOR’ S  NAME  PT  INITIAL  PT  #  COMPOUND: WR6026 


LIETMAN 


4  _I_D_ 

F  M  L~  0  *?■ 


PROTOCOL : DAMD  17-65-C-51 33- 

03 


HEMATOLOGY  VALUES 

Laboratory:  JOHNS  HOPKINS  HOSPITAL 
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TG 1 20-190  MG/DL 


1 43 


45 


101 


Ho 


4.(p 


3 


4  D 


^0 

•} 

131 

/4o 


(0 


18 


/4t 


4.3 


04 


ioi 


0 . 5” 


0.31 


9.6 


3A 


£  •  3 


0. 


.0 


9'Y 


o 


o.6r 


?-9 


56' 


0.1 


S4 


0.P 


0.0 


9.* 


5.-6 


I(p 


OS 


11 


0.0 


9.9 


J .  ? 


.tVtVv-  V.-V 


*.»**.♦  siS**  •  M'*. 


v'Svd 


page  6 


INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND :WR6026 

LIETMAN 

L_  H_ 

F  M  L 

OS' 

PkfjTOCOL : DAMD  17-85-C-5 133- 

OS 

CHEMXBTRY  VALUES 

Laboratory t JOHNS  HOPKINS  HOSPITAL 


Postdrug 

7  Day 


TEST j NORMAL 

Z^Tui% 

iSfoefL 

ddmmmyy 

ddmmmyy 

ddmmmyy 

ddmmmyy 

ddmmmyy 

NAs 135-148  MEQ/L 

/40 

K)  t> 

K  13.5-5.0  MEQ/L 

mm 

K)b 

CL s 96-109  MEQ/L 

mm 

mm 

C02: 24-30  MEQ/L 

EH 

mm 

SUN: 12-25  MG/DL 

CREAT :0. 4-1. 5  MG/DL 

0.°l 

1.0 

GLU: 70— 1 15  MG/DL 

mm 

T. BILI :0.  3-1. 2MG/DL 

wm 

D. BILI :0. 1-0.  4MG/DL 

OJb 

Or  1 

CA:9. 0-11.0  MG/DL 

n 

P04*3.  0-4.5  MG/DL 

Ui> 

3.1 

URIC  A* 4. 2—8.  8MG/DL 

Wb 

6-2. 

T.  PROT 16. 0-8.  5G/DL 

Nb 

eh 

ALB.  *3.2-5.3  G/DL 

yt) 

4.q 

AST *0-35  IU/L 

Kb 

3/ 

ALT *0-30  IU/L 

Ub 

mm 

9 

ALK  PHOSlO-95  IU/L 

im 

wm 

CHOLt 151-268  MG/DL 

Nb 

V\€ 

LDH* 0-200  IU/L 

II 

m m 

CPKiO-160  U/L (mala) 

98 

mm 

TQ i 20- 1 90  MG/DL 

185 

188 


L«j 


Vi*" 


P*B«  9 


LIETMAN 


WBC 


RBC 


Hgb 


PCV 


Pit 


Bands 


Polys 


Eos 


Bas 


Lymphs 


Atyp  Lym 


Monos 


Othar 


NORMAL 


4500-11000 


4. 50-5. 90 


13.  9-16.  3 


41.0-53.0 


150-350 


2-6* 


31-76* 


1-4* 


24-44* 


2-11* 


PT  « 

COMPOUND ! WR6026 

0? 

PROTOCOL iDAMD  17-85-C-5 133- 

OS 

Laboratory!  JOHNS  HOPKINS  HOSPITAL 


Seraen  Pradrug  Pradrug  Postdrug 

-  1  3  4  5 

iL&lik  UJiizk  &Jki&\  u^yJ l 

ddmmmyy  ddmmmyy  ddmmmyy  ddmmmyy  ddmmmyy 


toU®  ?coc 


5,11, 


rt,t> 


?S0C 


S'- St  1 


■■■  .v.*-*  •>  s  -w 


'i y 


j,*  '<k<*  I  ^  l.l  »»!■] 


msmmm 


page  10 


LIETMAN 


WBC 


RBC 


Hgb 


PCV 


Pit 


Bands 


Polys 


Eos 


Bas 


Lymphs  24-44% 


NORMAL 


4500-11000 


4. 50-5. 90 


3.  9-16.  3 


41. 0-53. 0 


150-350 


£-6% 


31-76% 


1-4% 


PT  # 

COMPOUND :WR6026 

% 

PROTOCOL :DAMD  17-B5-C-5133- 

03 

HEMATOLOGY  VALUES 

Laboratory:  JOHNS  HOPKINS  HOSPITAL 


Postdrug 

7  Da 

2i£LU.i££ _ _ _ _ Da1 

ddmmmyy  ddmmmyy  ddmmmyy  ddmmmyy  ddmmmyy 


Ki 

M 

yja 

B 

RSs 

Mj 

m 

p? 

Kw 

iww 


G® 

W 

Sfe 

rt.»'-  * 

P 

m 

R“,k 

MW. 

fa 

■Ti 

KS». 

i 


■m 

$;Sl 


t‘W>; 

IM.V , 


.v  ‘t*  y 


It’.V 


n*»i»i 


ry-T'.xvir^  nr  v  nr  nr. 


JwiT 

Vj2*\ 


page  11 


INVESTIGATOR’S  NAME j PT  INITIAL  PT  #  [COMPOUND:  WREuEE 


LIETMAN 


C L  4r-_  i£  '  PROTOCOL  :DAMD  1  7-SU-C-5  1 . 

F  M  L  OB  j  03 


URINALYSIS  VALUES 

Laboratory:  JOHNS  HOPKINS  HOSPITAL 


Screen  Predrag 


Post drag 


i  Sp.  Gt 
I  pH 

J 

i Prctei n 
i Gi ucose 
i Ket ones 
iBili 
i Occ. Sid 
i Cast / 1  of  i 

J  wBC/hpf 

i RSC/hpf 
Epi . /hpf 
Crys/hpf 
Bact /hpf 


! LisDfciJi  LU-lil! _ ! _ 

j  ddrnmfuyy  ddriimrnyy  j  ddrnmmyy  j  dd  rummy  y  I  ddrnmmyy 


c.o 


Ui 


I.DlZ. 


6.0 


M 


!  !  O- 


Date 

T  ime 

ddmrnrnyy 

0— £400 

n^JFT 

*4^  ra 

VPS  -1 

c?/r 

E 

ISfBEiM 

w/% 

HH 

ELECTROCARDIOQRAM 


Describe  abnormalities 


m 

feta: 

# 


t.  ■,  *r ,  t  ^ 


VtW.-V,  n 


VI  '  1 


IW 

$* 


li$! 

PL 

ill? 

R|S$ 

w# 


>W*‘ 


INVESTIGATOR’S  NAME 

PT  INITIAL 

PT  # 

COMPOUND :WR6026 

LIETMAN 

lki+ 

F  M  L 

08 

PROTOCOL sDAMD  1 7-85-C-51 33- 

03 

ADVERSE 

EVENT 


ADVERSE  EXPERIENCES 

check  if  none  occurred  fel 


dd  mmrn  yy 

dd  mmrn  yy 

(0-2400) 

(0-2400) 

dd  mmrn  yy 

dd  mmrn  yy 

(0-2400) 

(0-2400) 

SEVERITY 
(Check ) 

REL’N  TO 
TEST  DRUG 

ACTION 
(Check ) 

□ 

□ 

□ 

Mild 

DEF. 

□ 

PROB. 

None 

□ 

□ 

□ 

Mod 

POSS. 

□ 

DEF.  NOT 

Treatment 

□ 

□ 
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